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DIRECTOR 
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The New 3rd (1949) Edition of 


WALLACE M. YATER’S 


FUNDAMENTALS OF INTERNAL MEDICINE 


Rewritten and revised, this new 1949 edition covers the entire field of internal 
medicine and also the essentials of the skin, ear and eye. It includes practical and 
important chapters on dietetics, chemotherapy, antibiotic therapy, inhalation 
therapy, symptomatic and supportive treatment, and tables of clinical values. 


Hundreds of fine illustrations and many clinically useful diagnostic tables are 


used. 


Many Diagnostic Charts, Dietetic Tables and Useful Prescriptions. 
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J. A. MAJORS COMPANY 


315 Figures. 3rd Edition. 
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Coming Soon! 


AN 
ATLAS 


DONALD B. SLOCUM, M.D., M.S., Member of American Academy of 

Orthopaedic Surgeons; Member of the American Society for Surgery of 

the Hand; Branch Consultant in Orthopaedic Surgery, U. S. Veterans 
Administration. (In Preparation) 


The theory of “there’s good in everything” is very well established in Dr. Slocum’s book 
on amputations, for it has taken two great world wars from which to evolve present-day 
amputation methods. No longer is amputation the ghoulish taking off of a part, but 


rather it is a phase of reconstruction employing plastic and orthopedic surgery in delicate 
balance. 


Amputation surgery had its inception in antiquity and is the oldest of the surgical spe- 
cialties. In this new book, the author presents those methods of the past which have 
stood the test of time and adds all the fruits of recent experience in surgery, rehabilitation, 
and prosthetics—carefully presenting all factors of practical significance. 


Stress has been placed throughout upon the importance of function in amputation at 
the various levels, and upon the fact that the course of amputation surgery does not 
terminate with closure of the surgical wound, but extends through the fitting of the 
artificial limb and the successful rehabilitation of the patient. ; 


THIS BOOK IS DIVIDED INTO FOUR PARTS, AS FOLLOWS: 


Orientation: The Convalescent Period: 


In which the definition, indications, and Which includes complications, a photo- 
objectives of amputation surgery are dis- graphically illustrated analysis of normal 
cussed. and amputee gait, a presentation of rep- 
resentative prostheses with emphasis upon 
the mechanical principles underlying their 
construction and the important steps to 
be taken in checking them for satisfac- 
tory fit and alignment, an outline of the 
various measures of physical medicine 
used in preparing and training the lower 
P ‘ extremity amputee for the use of artifi- 
‘Surgical Techniques: cial limb, a discussion of the retraining 
In which the operative methods at each of the upper extremity ampuiee, and, 
level are evaluated and put forth in step- finally, a word as to the amputee in 
by-step descriptions. sports. 


Surgical Considerations: 
In which are presented the factors rela- 
tive to wound healing, care of the indi- 
vidual tissues, surgical preparation, and 
anesthesia which are peculiar to amputa- 
tion surgery. 


WRITE FOR OUR 1949 MEDICAL CATALOG 
JUST OFF THE PRESS 


ORDER FORM 


The C. V. Mosby Company SMJ 8-49 
3207 Washington Blvd. 
St. Louis 3, Missouri 
Please send me a copy of An Atlas of AMPUTATIONS By Slocum—As soon as released. 
CO Bill me on shipment. 0 Send C. O. D. 
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A COMPARATIVE STUDY 
THE EFFICACY OF THE SUPPOSITORY FOR CONCEPTION CONTROL 


ee... surely mass studies on the diaphragm have not shown greater 


efficacy than is reported in this paper by simpler procedures.99* 


C} 
PHARMACY 


The Baltimore Study. 


Studies of the efficacy of Lorophyn 

Suppositories in a Baltimore clinic 
revealed that this method pro- 
duced a total rate of 16.2 pregnan- 
cies per 100-woman years of 
exposure to the opportunity of be- 
coming pregnant. This rate was 
compared to some reported in the 
literature with diaphragm and 
jelly: 12, 15, 18 and 33. 


‘The South Carolina Study. 


In State post-natal and syphilis 


Lorophyn® Suppositories (N.N.R.) contain clinics, the effectiveness of the sim- 


phenylmercuric acetate 0.05% and glyceryl 
laurate 10% in a water-dispersible, self-emul- 
sifying, synthetic wax base. Hermetically sealed was found to be comparable to the 
in foil, they will not leak in hot weather. Baltimore results. 


ple Lorophyn Suppository technic 


EATON LABORATORIES, INC., NORWICH, N. Y. 


* Eastman, N. J. & Seibels, R. E.: The Efficacy of the Suppository and of 
Jelly Alone as Contraceptive Agents, J]. A. M. A. 139:16 (Jan. 1) 1949. 


Reprint on request. 
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LIPPINCOTT 

| 
a standard text and reference 
| PROFESSIONAL ‘ 
BOOKS 
| 

| 
Signs and Symptoms: 


Their Clinical Interpretation 


edited by Cyril M. MacBryde, M.D., F.A.C.P. Assistant Professor of Clinical Medicine, 
Washington University School of Medicine; Assistant Physician, Barnes Hospital, St. Louis, Mo. 


An informative book on applied clinical pathological physiology that gives the basis for 
analysis and interpretation of signs and symptoms. 
The mechanism of each major sign and symptom is clarified by showing how 


anatomy, pathology, physiology, chemistry and psychology are related to its production, 


its manifestations and variations. 


“,.. altogether one of the most instructive books available for either specialists or 


general practitioners. . .. Here in concentrated form is graduate education of high quality. 


The illustrations are excellent and adequately supplement the text .. .” if 


—JOURNAL OF THE AMERICAN MEDICAL ASSOCIATION ‘ 

Ist Edition, 1947. Now in its 3rd Printing. 439 Pages. 74 Illustrations, 12 in Color. $12.00 d 

| J. B. LIPPINCOTT COMPANY, E. Washington Square, Philadelphia 5, Pa. 
| Please enter my order and send me: Li 

| 0 MacBryde, SIGNS AND SYMPTOMS, $12.00 Ippincott 4 

| Name Cash enclosed k 

Address Send C. 0. D. OOKS 


City, Zone, State 


Charge my account 
Philadelphia London M 
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gasping 


asthmatic 


assure optimal retention of laheled potency. They provide — 


105 Gm, 


cardiac (paroxysmal nocturnal 
congestive heart failure and Cheyne-Stokes 
m. Their rapidity of action and: sustained effect — 
security to physician and patient. 
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the tortured, gasping asthmatic — rapid, ~ = | 
certain relief of respiratory distress with 7 
suppositories 
< 
NEW BASE the newly developed AMINE base over 
comes the disadvantages of cocoa-butter bases which react 
4 
 respirat its anesthetic effect. 
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The fluid sulfadiazine that 


acts fa 
Children—and adults who balk 2 ae 
at bulky sulfadiazine tablets— 
take EsKADIAZINE willingly 
because of its delicious taste 


and pleasant consistency. 


Instead of ordinary sulfadiazine, 
EsKADIAZINE contains S.K.F.’s 
microcrystalline sulfadiazine in 

a stabilized suspension. Result: 

desired serum levels may be attained 
3 to 5 times more rapidly with 
EsKADIAZINE than with sulfadiazine in 
tablet form. Each 5 cc. (one teaspoonful) 
contains 0.5 Gm. (7.7 gr.) of 
sulfadiazine—the dosage equivalent 

of the standard sulfadiazine tablet. 


Smith, Kline & French Laboratories, Philadelphia 


the outstandingly palatable fluid sulfadiazine 
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TO POSTMENOPAUSAL 
HORMONE LEVELS 


Subjective relief in twenty-four hours 

Vaginal response in forty-eight hours 

Freedom from symptoms for approximately thirty 
days with a single injection of— 


St 


uspenston 
ESTRUGENONE 


Trademark 
» (ESTROGENIC SUBSTANCES; WATER INSOLUBLE) 


50,000 I.U. estrone (5 mg.) per cc. 

with benzyl alcohol 2% 
The First Estrogenic Preparation Providing atu These 
Features: 
e Dissolved estrogens for rapid action—suspended 
estrogens for prolonged depot effect 


e Parenteral therapy with estrogenic substances derived 
from natural sources at a cost no greater than that of 
oral medication 

@ Minimal likelihood of withdrawal bleeding 

e Dry syringe not required . . . syringes easily cleaned 
after use . . . microplatelets pass readily through a 
26-gauge needle 


SUPPLIED: ESTRUGENONE* 50,000 I.U. estrone (5 mg.) per 
cec.: 5-cc. multiple-dose vials. ESTRUGENONE 20,000 I.U. 
estrone (2 mg.) per cc.: 5-cc. vials; 1-cc. ampuls, boxes 
of 25. 


Kremers Unban 
‘ i PHARMACEUTICAL CHEMISTS SINCE 1894 
“BOX 2038 .. MILWAUKEE 1 .. WISCONSIN 
*Exclusive trademark of Kremers-Urban Co. 


RAPID AND PROLONGED BENEFIT 


FREEDOM FROM SUBJECTIVE SYMPTOMS FOR APPROXIMATELY A MONTH 


August 1949 
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AT LAST! EFFECTIVE RELIEF IN BRONCHIAL ASTHMA 


“inconspicuous side effects”: 


Prompt, complete relief in bronchial 
asthma and associated conditions . . . yet 
“causes very little central nervous 
stimulation and produces little or no 
pressor action.”? 

85% —90% effective relief in over 1400 
patients during an exacting 

8-year clinical study. 

Increased vital capacity . . . better feeling 
of well-being . . . essentially free from 
undesirable side actions. 


® 
Its name is NETHAPHYL 
® 
For liquid dosage... Syrup Nethaprin. Each capsule contains: Nethamine® 
Pleasant tasting. Nethaphyl’s effective Hydrochloride 50 mg., Butaphyllamine® 0.12 Gm., 
relief, enhanced by Decapryn’s long- and phenobarbital 15 mg. 
lasting antihistaminic action in seasonal Also available in half-strength. 


and other allergies. Each 5cc contains: 
Nethamine® 25 mg., Theophylline (U.S.P.) 50 
mg., Decapryn® Succinate 6 mg. 


CINCINNATI 


1-Hansel, F. K.: Ann. Allergy, 5:397, 1947. 
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with natural gastric mucin. This combination means double 
barrelled action for relief of pain and promotion of healing 


in peptic ulcer. 


(B ECAUS E) Resmicon combines anion-exchange polyamine resin ( 
ing 


(BECAUSE ) Resmicon’s polyamine resin inactivates hydrochloric acid RI 
by physical adsorption, not by chemical “neutralizing” or “buffer poly 
ing.” This physical action induces no alkalosis, no acid rebound, 
no depletion of body electrolytes, no formation of renal calcul 

’ no toxic effects, no irritation, and no uncomfortable side effect 
such as constipation, diarrhea, eructation, or flatulence. 


A 
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BECAU S E Resmicon’s mucin provides a dense, tenacious coat- 
ing for the eroded area, as well as for the whole gastric mucosa. This 
mucinous film—highly resistant to penetration by HCI and pepsin— 


protects the ulcerated tissue and fosters healing. 


RESMICON tablets: gastric mucin, 170 mg.: anion-exchange 


polyamine resin, 500 mg.; supplied in bottles of 84 tablets. 


LABORATORIES 


Chicago 30, Illinois 
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To stimulate appetite, to restore vigor and 
general tone, Eskay’s Neuro PHosPHATEs and 
Eskay’s THERANATES are two of the most useful 
preparations you have. These tonics are pre- 
scribed so widely because they work so well. 


Eskay’s Neuro Phosphates 


a palatable and effective tonic 

Each tg dose, 2 fluid drams (2 teaspoonfuls), contains: 

Str ome glycerophosphate, anhydrous . . . . . 1/64 grain 
ium glycerophosphate. ........... 2 grains 

Calcium glycerophosphate ........... 2 grains 

Phosphoric acid, 75% ............. 1.7 minims 


Available in 12 fl. oz. bottles 


Eskay’s Theranates 


the formula of famous Neuro Phosphates 


plus Vitamin By (025 mg. each adult dose) Available in 12 f1. os. bottle 


Smith, Kline & French Laboratories, Philadelphia 
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curd tension of 
Similac — 0 grams 
truly a fluid food 


so similar to human breast milk 


that 
there is no 


closer 
equiva lent* 


* Similac protein has been so modified 

* Similac fat has been so altered 

* Similac minerals have been so adjusted 
that 

* There is no closer approximation to 
mother’s milk. 


curd tension of 

a powdered milk 
especially prepared 
for infant feeding — 
12 grams 


curd tension of 
breast milk — O grams 
truly a fluid food 


SIMILAC DIVISION « M & R DIETETIC LABORATORIES, INC. 
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Long lines of black ants attracted to madhumeha, “honey urine,” 
led the ancient Hindu wise men to observe and recognize diabetic 
urine, which they described as “astringent, sweet, white and sharp.” 
Avid insects became an acknowledged means of diagnosis. Almost 
equally primitive methods of urine-sugar detection remained in 
effect for a score or more of centuries, until modern copper reduc- 
tion tests were perfected, refined and simplified. 


Simplest of all today is the reliable Ames tablet method, performed 
in a matter of seconds. Urine-sugar levels are determined by direct, 
easily-learned steps. The use of Clinitest (Brand) reagent tablets 
has eliminated the inconvenience of external heating. Interpreta- 
tion of routine urine-sugar testing follows readily from color scale 


comparison. 
CLINITEST, trade mark reg. U.S. and Canada 


centuries to perfect 
seconds to perform 


for urine-sugar analysis 
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To 

Bring 
New 
Safety 

to the 
Treatment 
of 
Allergies 


2 
4 Clinically, Neohetramine has an ad- 
vantage over all other antihistaminics investi- 
gated, in that it is extremely well tolerated, 
and may often be used successfully in patients 
who are unable to take other drugs of this 


series because of unpleasant side action. 


Friedlaendar, S.M. and A.S. Friedlaender: 
Am. Practitioner 2:643 (June) 1948. 


Hydrochloride 
TABLETS SYRUP CREAM 
N.N.R. N.N.R. N.N.R. 
25 mg., 50 mg., 6.25 mg. tubes of 
and 100 mg. per cc. 1 ounce 


Neohetramine is the registered trademark of the Nepera Chemical 
Co., Inc., for its brand of Thonzylamine — N,N-dimethyl-N'-p- 
methoxybenzyl-N'-(2-Pyrimidyl) ethylene-diamine monohydrochloride. 


WYETH INCORPORATED + PHILADELPHIA 3, PA. Wyeth 
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combination 


contains the right combination 
of qualities necessary for 
successful parenteral protein feeding. It is 
derived from proteins of high biologic value with all amino acids 
conserved, is non-antigenic and has a low concentration 

of dicarboxylic (nausea-provoking) amino acids. It can be 
administered at a high rate of infusion, giving the patient 

more time to rest. 

Protein Hydrolysate is but one of the Baxter “right combination” 
solutions for parenteral therapy. Baxter provides from 

one source and with standardized procedures the exact solution 
and the specific equipment for any parenteral requirement. 


Product of BAXTER LABORATORIES 
Morton Grove, Illinois « Acton, Ontario 


pioneer name in parenterai therapy 


Available only in the 37 states east of the Rockies (except El Paso, Texas) through 


AMERICAN HOSPITAL SUPPLY CORPORATION 


GENERAL OFFICES EVANSTON, ILLINOIS 
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Recognized on sterilization state emphatically that - 
no disinfecting medium should be used in the operating room that is. . _ 
not capable of killing spores. 
Within a reasonably short period, practical for hospital. pur: 
poses, this potent Solution destroys pathogenic vegetative a ‘ 
bacteria, spore-formers and their spores. ; 
True surgical disinfection is further accomplished without 4 
Compare this significant data evaluating danger of rust or corrosive damage to sharp edged and other a 
the potency of the improven germicide : 
7. — delicate surgical instruments, thus leaving their efficiency and 
50% Dried | Without : 
Sporulating Bacteria |" Blood life expectancy unimpaired. 
Shows In ting ALL THREE exacting requirements of potency, 
a. 2 heors practicability and protection, B-P Germicide provides a desir- 
enthrecis Wh able margin of safety for instrument disinfection. 
Vegetative Bacteria i 
Staph. aureus 5 min. 15 sec. Ask your dealer ~*~ ‘ 
Lom Wane. PARKER, WHITE & HEYL, INC. 4 
Strept. hemolyticus 2 min. 15 sec. Dant Conn ecticut 
A new broch luating the parative prop- 
A BARD-=-PA 
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Smooth, refreshing, chocolate-mint-flavored 
suspension of nontoxic SULFASUXIDINE® 
succinylsulfathiazole (95% retained in 
bowel), 10%; Pectin, 1%; and Kaolin, 10%. 
Particularly well accepted by infants and 
children. Toxicity is negligible. 


description 


Nonspecific diarrhea, especially the 
“‘summer complaint” of infants. Consolidates 
fluid stools, soothes inflammation, checks 
enteric bacteria, detoxifies products 

of enteric putrefaction. 


Sulfasuxidine" suspension with pectin and kaolin 


Infants: 2-3 teaspoonfuls, 4 times daily. 
Children: 1-2 tablespoonfuls, 4 times daily. 
Adults: 2-3 tablespoonfuls, 4 times daily. 
Supplied in 16 fl. oz. Spasavere bottles. 
Sharp & Dohme, Philadelphia 1, Pa. 


; 
indications 


AN ORTHOPEDIST 
COUNTS HIS ALLIES 


Co-operative teamwork is part and parcel of the American 
way. In order to diagnose correctly obscure bone and joint 
disorders, the orthopedic surgeon needs the roentgenologist 
and often the pathologist and the bacteriologist. The combined 
knowledge and experience of all these specialists result in 
better service for the patient. 

Co-operative effort is also the rule at the Lilly Research 
Laboratories. Scores of qualified workers, representing all 
of the allied medical sciences, pool their skills to assist in 
the solution of medical problems. Their findings, in turn, are 
made available to physicians in the form of improved 
techniques and better pharmaceutical and biological products. 
Their aim is to contribute to the welfare of the patient by 
placing safer, more effective medicinal agents in the 
physician’s competent hands. 


Kui 


LILLY SPECIALISTS SERVE THE MEDICAL PROFESSION 


“xX 
3 
> > + 
2 
7 | 
— AR 
| 
q 
t 
fag \\ 
Ps 


Prop [-methyl-carbiny! 
Borbuurate. Lilly) 


Pulvules 
SECONAL 
SODIUM 

(0.05 Om) 


Sleep That Makes the Darkness Brief 


Physicians are well aware of the importance of a good 
night’s rest. When tired limbs and overbusy minds cause 
restlessness and insomnia, a bedtime dose of ‘Seconal Sodium’ 
(Sodium Propyl-methyl-carbiny! Allyl Barbiturate, Lilly) 
is indicated. 

‘Seconal Sodium’ exerts its hypnotic effect quickly, 
inviting forgetfulness and sleep. Because of its brief duration 
of action, the patient awakes refreshed, well rested. 

Specify ‘Seconal Sodium’ on orders and prescriptions. 
Druggists have it in 34-grain and 1 4-grain pulvules, in 
ampoules, and in suppositories. 


ELI LILLY AND COMPANY, INDIANAPOLIS 6, INDIANA, U.S.A. 
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Announcing the new S.K.F. Inhaler! 


BENZEDREX INHALER 


So much better that : 4 


we have discontinued ‘Benzedrine’ Inhaler 


‘BENZEDREX’ INHALER is such a major improvement that we are actu- 
ally withdrawing ‘Benzedrine’ Inhaler from the market. 


The active ingredient of BENZEDREX INHALER is 1-cyclohexy1-2-methyl- 
aminopropane, a new S.K.F. compound. It has exactly the same agree- 


able odor as Benzedrine*, gives even more effective and prolonged 
shrinkage, and does NOT produce excitation or wakefulness. a 


We are sure you will find that BENZEDREX INHALER is the best volatile 
vasoconstrictor you have ever used. 


Smith, Kline & French Laboratories, Philadelphia 


**Benzedrine’ (racemic 
S.K.F.) 
and ‘Benzedrex’ 
T.M. Reg. U.S. Pat. Off. 


Each BENZEDREX INHALER 

is packed with 1-cyclohexyl- 
2-methylaminopropane, S.K.F., 
250 mg.; and aromatics. 
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when reducers stray from the dietary path... 


TABLETS, 
2.5 mg. and 5 mg. 


ELIXIR, 


20 mg. per fividounce 
(2.5 mg. per fluidrachm) 


AMPOULES, 
20 mg. per cc. 


Prescribe 


® 


desoxyn HYDROCHLORIDE 


. . . Desoxyn Hydrochloride provides a safe, simple and effective 
curb on the wayward appetite. At the same time, the stimulating 
action of Drsoxyn increases the patient’s sense of well-being and 
desire for activity. To depress the appetite, one 2.5-mg. tablet an 
hour before breakfast and lunch is usually sufficient. A third tablet 
may be taken in midafternoon, if needed, and if it does not cause 
insomnia. @ It has been shown that weight for weight Desoxyn is 
more potent than other sympathomimetic amines so that smaller 
doses may be used effectively. In addition, Desoxyn has a faster 
action, longer effect and relatively few side-effects. ¢ Orally, DEsoxyN 
is an effective cerebral stimulant with a wide variety of uses. 
Parenterally, it helps to restore and maintain blood pressure during 
operative procedure. For more detailed information, write to 
ABBOTT LABORATORIES, NORTH CHICAGO, ILLINOIS 


(Methamphetamine Hydrochloride, Abbott) 
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As physicians know, the liver damage associated with al 
holism is usually caused by deficiencies of protein and 
B-vitamins. (The heavy drinker eats too little and too late.) 
To correct these deficiencies, clinical evidence proves that 
a high protein diet is indicated—a diet supplemented by 
MEOVITE.* 

Each capsule contains 250 mg. dl-methionine, 5 mg. thiamine 
hydrochloride, 2.5 mg. riboflavin, 25 mg. niacinamide. 
Recommended dose—4 Meovite capsules daily.  *Trade Mark 


WYETH INCORPORATED, Philadelphia 3, Pa. 
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A good night’s rest 
A good day’s work 


Allergic patients get both, with 
just 4 small doses 


Comfort ‘round-the-clock for your allergy 
patients . . . Decapryn provides long-lasting relief 
with low milligram dosage. 

‘Symptoms were relieved from 4 to 24 hours after 
the administration of a single dose of 
Decapryn—""! 

“It was found that 12.5 mg. could be given during 
the day with comparatively few side reactions and 


yet maintain good clinical results—"? 


prescribe 


® 
Decapryn. SUCCINATE 


| Brand of Doxylamine Succinate 


THE LONG-LASTING LOW-DOSAGE ANTIHISTAMINE 


12.5 mg. tablets, P. R. N. Also available in pleasant tasting syrup especially 
designed for children. (6.25 mg. per 5 cc) and 25 mg. tablets. 


Merrell 


CINCINNATI U.S.A. 


1. Sheldon, J. M. et al: Univ. Mich. Hosp. Bull. 14:13-15 (1948). 2. MacQuiddy, E. L.: Neb. State M. J. 34:123 (1949) 
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DILLARD’S 


NA 


*Hollender, A. R.: Office 
Treatment of the Nose, Throat 
& Ear, Chicago, The 

Year Book Publishers, 

Inc., 1943, p. 316. 


after tonsillectomy... 


“For excessive pain, Aspergum 
chewed before mealtime 
is effective... 


SALIVARY ANALGESIA 


Contains 32 grains of 

aspirin in a pleasantly 
flavored chewing gum base— 
particularly suitable for 
administering aspirin to children 
and to patients who have 
difficulty swallowing tablets. 
Ethically promoted. 


WHITE LABORATORIES, INC., 
Pharmaceutical Manufacturers, 
Newark 7, N. J. 
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Angina 
Pectoris 


to control 
anticipated 


paroxysms 


DMINISTRATION of Erythrol Tetrani- 

trate Merck shortly before the effort 

or excitement which might ordinarily pre- 

cipitate an attack, may often prevent 

episodes of the following manifestations 
of angina pectoris: 

®@ Precordial pain following unusual exertion, 

an emotional upset, or exposure to cold. 


® “Indigestion” or 


® Precordial discomfort necessitating stop- 
ping and resting when climbing stairs. 


”? after a heavy meal. 


The vasodilatation produced by Erythrol 
Tetranitrate Merck begins about 15 min- 
utes after administration, and lasts from 
3 to 4 hours. 


BRYTHROL TRTRANITRATE 


MERCK. 


(ERYTHRITYL TETRANITRATE U.S. P.) : 


COUNCIL ACCEPTED 


MERCK & CO., Inc. Manufacturing Chemists 


RAHWAY, N. J. 
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The important 


Available in 
bottles of 
50 and 250 tablets. 


TCS 


TABLETS 
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HIGH 
LOW 


in theobromine therapy 


For maximum clinical efficiency, 
Theobromine Salicylate (6 grains in 
each tablet of T C S) has an 
exceptionally high solubility in the 
average mild alkalinity of the small 
intestine (86% soluble at pH 7.3) and 
is consequently well absorbed and 
efficient in action. Contrariwise, 
through the addition of calcium 
salicylate (1 grain in each tablet), the 
solubility of Theobromine Salicylate 
in tenth normal hydrochloric acid 
(average gastric acidity) is low and 
the tablet is well tolerated. Each 
tablet of T C S also contains 4 grain 
phenobarbital for desirable mild 
sedation. The average dosage of TCS 
is one tablet three times a day. 
William P. Poythress & Co., Inc., 
Richmond 17, Va. 


OYTHRESS 


C224 
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e 
if she is one 
of your patients. ee The farm housewife whose work is truly never done 


may find that the distressing symptoms of the climacteric 
make the smallest chore an arduous project. She depends 
on your help to resume normal efficiency in the perform- 
ance of her daily tasks as well as to maintain a positive outlook 
during this trying period. 
“Premarin” offers a solution, Many thousand physicians prescribe 
this naturally-occurring, oral estrogen because... 
1. Prompt symptomatic improvement usually follows therapy. 

2. Untoward side-effects are seldom noted. 

3. The sense of well-being so frequently imparted tends to quickly restore 
the patient's confidence and normal efficiency. 

4. This “Plus” (the sense of well-being enjoyed by the patient) is conducive to 

a highly satisfactory patient-doctor relationship. 
5. Four potencies permit flexibility of dosage: 2.5 mg., 1.25 mg., 0.625 mg., and 

0.3 mg. tablets; also in liquid form, 0.625 mg. in each 4 cc. (1 teaspoonful). 


While sodium estrone sulfate is the principal estrogen Creare 2 
in **Premarin,’’ other equine estrogens...estradiol, ON 
equilin, equilenin, hippulin...are probably also pres- Bn 
ent in varying amounts as water-soluble conjugates. ® OS 


ESTROGENIC SUBSTANCES (WATER-SOLUBLE) 
also known as CONJUGATED ESTROGENS (equine) 


Ayerst, McKenna & Harrison Limited 22 East 40th Street, New York 16, New York 
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1 . .. acts to preserve the integrity of the capillaries 
: —particularly useful for prevention and treatment 
\ of capillary fragility in hypertension, arterioscle- 
; rosis and diabetes mellitus. 

\ 

FORMULA: 


DOSE:  Ruphyllin is recommended in doses of one tablet three 
times a day. This dosage, however, may be increased to 
two tablets three times daily as the needs of the patient 


/ 
\ indicate; it may be administered safely over prolonged / 
periods of time, 
\ 


G. D. Searle & Co., Chicago 80, Illinois 


RESEARCH IN THE SERVICE OF MEDICINE 
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When the rising 
blood pressure begins 
to cause symptoms, 
it is time to begin 
Rutol therapy. 


10 mg. (1/6 gr.) 
“The general capillary fragility was almost universally 
reduced by the ingestion of rutin in 51 patients.”! 


2. MANNITOL HEXANITRATE’...... 16 mg. (1/4 gr.) 
“Mannitol hexanitrate . . . will usually keep a blood pres- 
sure down within safe limits.’’2 

3. PHENOBARBITAL................. 8 mg. (1/8 gr.) 


“|. . protect patients from the stimuli to which they 
respond by rises in blood pressure.’ 


Rutol is supplied in bottles of 100, 500 and 1000 tablets. 
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1. Donegan, J. M. and 
Thomas, W. A.: Amer. 
J. Ophthalmology, 31: 
671-78 (June) 1948. 


2. Lockwood, B. C.: J. 
Mich. St. M. Soc., 46: 
550-54 (May) 1947. 


3. Herrmann, G. R.: 
Synopsis of Diseases of 
the Heart and Arteries, 
St. Louis, The C. V. 
Mosby Co., 1944, p. 167. 


ITMAN Moore COMPANY 


PHARMACEUTICAL AND BIOLOGICAL CHEMISTS 
DIVISION OF ALLIED LABORATORIES INC., INDIANAPOLIS 6, INDIANA 
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METANDREN LINGUETS 


LOW-COST MALE HORMONE THERAPY 


...Wwith nearly twice 


the potency 


of ingested tablets 


NEW IM PROVED DESIGN 


F 
OR SLow ABSORPTION GP 


Metandren Linguets contain methyltestosterone for sublingual or 
buccal administration. 


The superiority of Metandren Linguets over other androgens by this 
route may be partly attributed to the fact that only methyltestosterone 
is effective orally. In contrast, when free testosterone or testosterone 
propionate is given sublingually, that portion unavoidably swallowed 
is almost completely destroyed. 


Metandren Linguets of methyltestosterone are the “most economical 
and also efficient way of administering testosterone,” according to 
Lisser.' Tyler finds that 140 mg. of methyltestosterone weekly in the 
form of Linguets is equivalent to an ingested dosage of approximately 
210 mg., or to an injected dosage of 75 mg. of testosterone propionate.” 


Adult maintenance dosage is from one to three 5-mg. 
Linguets daily. Most children need only one-half to one 
5-mg. Linguet daily. Literature on request. 


1. Lisser, H.: Calif. & West. Med., 64: 177, 1946 
2. Tyler, E. T.: J.A.M.A., 139: 9, Feb.," 1949. 


METANDREN LiNGUETs, 5 mg. (white), scored; 10 mg. 
(yellow), scored —in bottles of 30, 100 and 500. 


ib 
Ci a PHARMACEUTICAL PRODUCTS, INC., SUMMIT, NEW JERSEY 


METANDREN LINGUETS — Trade Marks Reg. U. S. Pat. Off. 2/1438M 
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Intensive investigation during the past decade in rheumatism clinics through- 
out the country has shown conclusively that eight out of ten chronic arthritics 
adequately treated with Ertron® respond favorably. The local effect — di- 
minished swelling and pain, increased mobility and joint function—is paral- 
leled by a no less striking systemic effect, characterized by a sense of physical 
and mental well-being. Tolerance to Ertron is high. Severe reactions requiring 
cessation of therapy are rare (incidence 1.4%); minor side effects (incidence 
8%) respond to temporary interruption of therapy or reduction of dosage 
and usually do not recur when treatment is resumed or dosage increased. 


arthrokinetic action of E RTR ON 


“... the function of small joints, particularly of the metacarpo- 
phalangeal and phalangeal joints, was evidenced by decrease 
in swelling and pain, allowing complete functional closure of 
both hands.” 


systemic effect of ERTRON 


“,..an improved sense of well-being, increased appetite, a more 
normal mental state, more restful sleep, less pain and, in almost 
every case the patient becomes very much more optimistic.”2 


tolerance to E he TR ON 


The use of Ertron in rheumatoid arthritis “has been characterized 
by almost complete absence of toxic effects, despite serum cal- 
cium concentrations sustained at high concentrations . . .”3 


BIBLIOGRAPHY (1) Magnuson, P. B.; McElvenney, R. T., and Logan, E. E.: J. 
Michigan M. Soc. 46:71, 1947. (2) Snyder, R. G.; Squires, W. H.; Forster, J. W., 
and Rudd, E.: Indust. Med. 12:663, 1943. (3) Cohen, A., and Reinhold, J. G.: 
Indust. Med. 17:442, 1948. 


LABORATORIES 
Division Nutrition Research Laboratories * Chicago, Ilinois 
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THROUGHOUT 
AND LACTATION 


MAINTAIN THE PATIENT'S 


im 
VITAMIN-MINERAL BALANCE 

PRECALCIN supplies all of the essential vitamins — 
in association with readily assimilable calcium, : j = 
phosphorus, and iron in an easy-to-swallow, colorful 
Although they supply ample amounts of Vitamins ‘ 
and D, PRECALCIN* Capsules are entirely free of fishy F* 
taste or odor. They are acceptable even to the most WALKER 
fastidious patient. MOUNS 

PRECALCIN is offered for use under the guidance of the = 
physician only. It is never advertised to consumers. 4 


PRECALCIN is supplied in bottles of 100 capsules and is available to patients through 
all prescription pharmacies. 


| Samples and literature to physicians on request. *Exclusive trademark of Walker Vitamin Products, inc. 


VITAMIN PRODUCTS, INC., VERNON, 
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Rhus diversilob 


ANTIHISTAMINE THERAPY DEVOID OF DISTRESSING BY-EFFECTS 


LD AT R N’ A SUPERIOR ANTIHISTAMINIC 


HYDROCHLORIDE ‘WARNER’ 


Diatrin* 
Hydrochloride 
‘Warner’ 
sugar-coated tablets, 
50 mg. each, 

are available in 
bottles of 100 

and 1000. 


*T. M. Reg. U. S. Pat. Off. 


Allergic manifestations are year-round occur- 
rences, although certain allergic disorders are 
seasonal in their incidence. Changes in diet, re- 
adjustments from indoor to outdoor life and 
spring house cleaning with its attendant raising 
of house dusts are irritating factors of no incon- 
siderable importance. The arrival of summer 
brings the rose and grass pollens and the early 
autumn months are accompanied by heavy weed 
pollens. 

In any allergic disorder in which antihista- 
mine therapy is elected Diatrin* Hydrochloride 
will be found prompt, effective, and safe in action. 


WILLIAM R. WARNER & CO., INC. 
NEW YORK ST. LOUIS 
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3 feathers 
grasses drugs 
| 


Vol. 42 No. 8 SOUTHERN MEDICAL JOURNAL 


Suspended by a mere thread i 
—A Life-Line 


THE FETUS LIVES ONLY 

AT THE EXPENSE OF THE MATERNAL ORGANISM 
ONLY BY GENEROUS NUTRITION OF BOTH : 
CAN BOTH BE KEPT HEALTHY 

SO THE PRICELESS HERITAGE OF A SOUND BODY 
IS TRANSMITTED TO THE SECOND GENERATION MH 


4 is specially designed for the OB patient. % 
ote the 15 grains of dicalcium phosphate* per i 
capsule plus the abundance of vitamins in adequate K 
amounts to assure continuous flow of these nutrients from f 
mother to child. Try OBron on your next OB case. i 
ALL IN ONE CAPSULE a 
*Dicalcium Phosphate, Anhydrous . . . . . . . 768mg. i 
Vitamin A (Fish-Liver Oil) . . . .5,000U.S.P. Units 
Vitamin D (Irradiated Ergosterol) . . . . 400U.S.P. Units i 
Vitamin B, (Thiamine Hydrochloride) . . . . . 2g. 
Vitamin B, (Riboflavin) . ......... . 2g. 
Vitamin B, (Pyridoxine Hydrochloride) . . 0.5 mg. it 
Calcium Pantothenate . . . 3.09. 
* Equivalent to 15 grains Dicalcium Phosphate Dibydrate y 
ONE OF THE ROERIG BALANCED FORMULAE 


Originators of HEPTUNA* HEPTUNA WITH FOLIC ACID * DARTHRONOL 


J. B. ROERIG AND COMPANY ; 


S36 LAKE SHORE DRIVE « CHICAGO 11, ILLINOIS 
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The “cure of [rheumatic fever]”, agree most 
authoritative sources,”*** “depends not only on 
reaching, but also on maintaining a high plasma 
salicylate level.”* The correlation between 

such blood levels and symptomatic improvement 
is graphically shown in the table at the right.® 

Pabalate—latest product of Robins’ research 
—now helps to achieve and maintain higher 
salicylate blood levels on lower salicylate dosage. 

This is made possible by the combination in 
Pabalate of non-toxic para-aminobenzoic acid 
with sodium salicylate. As visualized in the chart 
at the lower right,* para-aminobenzoic acid 
(itself an active antirheumatic)* manifests a 
reciprocal action with salicylates when 
administered concurrently—sharply increasing 
the blood salicylate levels (under constant 
salicylate dosage) ,""* and in turn having its 
own blood levels effectively enhanced.* 

The clinical significance of this synergistic 
relationship represents an important advantage 
in the therapy of arthritic affections. Pabalate 
‘Robins’—a strictly ethical preparation— 
is available at (or may be secured by) 
all leading pharmacies. 


A. H. ROBINS CO., INC., RICHMOND 20, VA. 
Ethical Pharmaceuticals of Merit since 1878 


indications: Rheumatoid arthritis; acute rheumatic fever ; 
fibrositis ; gout ; osteo-arthritis. 

dosage: Two or three enteric coated tablets 

every three or four hours, without sodium bicarbonate. 


formula: Each enteric coated tablet contains: 
Sodium salicylate, U.S.P. (5 gr.), 0.3 Gm.; 
Para-aminobenzoic acid (as sodium salt), (5 gr.), 0.3 Gm. 


supplied: In bottles of 100 and 500 enteric coated tablets. 


For high salicylate blood levels 
on low salicylate dosege— 


Pabalate tablets are enteric coated 
to prevent gastric irritation and 
insure optimal toleration. 
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references: 
1, Belisle, M.: Union Med. Can., 
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2 Brodie, B. B. et al.: J. Pharmacol. 
and nee Therap., 80:114, 1944. 

3. Coburn, A. F.: Hopkins 
Hosp., 73: 435, 194 

4. Dry, T. J. et al.: Foes . Staff 
Meetings ‘ae Clin., 21: 497, 1946. 


6. Reid, J.: Quarterly J. Med., 
“1948. 
1. Rosenblum, H. and Fraser, L. E.: 
Soc. Exper. Biol. and Med. 
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SAFE, 

EFFECTIVE 

ANTIBIOTIC THERAPY | | 

IN MOUTH AND THROAT 


. Bacillus Brevis. From a culture of this soil organ- 
ism tyrothricin is extracted, purified and dried. 


TYROTHRICIN-PROPESIN LOZENGES 


Potent Antibiotic Action: 


The organisms most commonly responsible for acute oropharyn- 
geal infections are extremely susceptible to the high salivary 
concentration of tyrothricin supplied by Lozilles. 


Non-toxic: 


Tyrothricin is remarkable for its lack of local toxicity and no sys- 
temic side-effects result from its ingestion. 


Non-sensitizing: 
The local use of tyrothricin, in contrast to topical penicillin, is 
remarkably free from sensitivity reactions. 


Prompt, Long-lasting Analgesia: 
Propesin, a non-toxic, non-irritating local analgesic agent brings 
effective and prolonged relief to irritated or inflamed mucosal 
surfaces. 


Palatable: 


Pleasant-tasting, Lozilles’ mild citrus flavor assures patient co- 
operation at all ages. 


Each Lozille contains 2 mg. of tyrothricin and 2 mg. of propesin. 
Supplied in vials of 15 Lozilles. 


WHITE LABORATORIES, Inc., Pharmaceutical Manufacturers, Newark 7, N. J. 


(Lah-zeels) 
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male hormone therapy is synonymous with 


RETON 


at hand in every useful form 


the wide choice of preparations — 
ORETON* 


Ampuls and Vials for injection (Testosterone Propionate U.S.P XIII) 


ORETON-M* 


Tablets and Ointment (Methyltestosterone U.S.P. XIII) 


ORETON-F* 


Pellets for implantation (Testosterone) 


and now 


ORETON Buccal Tablets — 

readily meet the requirements of the simplest or most difficult 
problem. 

The newest addition to the ORETON family of potent male hor- 
mone preparation, ORETON Buccal Tablets, now makes it possible 
to administer by mouth, testosterone propionate, the most effi- 
cient and widely used parenteral androgen. 

The success of OreTON Buccal Tablets is due to the specially 
developed solid-solvent base, PoLyHyDROL,; which enables the 
hormone to be absorbed perorally (via the buccal mucosa) with 
a high order of efficiency. 

t Porrmyunot trade-mark of Schering Corporation 


atta CORPORATION « BLOOMFIELD, NEW JERSEY 
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when headache is a problem 
Edrisal is the logical answer 


‘. .. in the vast majority of patients... 

psychologic factors are present which tend to increase 
the frequency and severity of headaches. . .” 
Friedman, A. P., and Brenner, C.: N.Y. State J. Med. 45:1969 


Edrisal is remarkably effective in headache, 

even in difficult psychogenic cases. For Edrisal 

is the only analgesic preparation that contains 
‘Benzedrine’ Sulfate—the rational anti-depressant. 
Edrisal, therefore, not only relieves the pain itself 
but also—by lifting your patient’s mood—relieves 
his concern with pain. Best results are usually 
obtained with a dosage of two Edrisal Tablets— 
repeated every three hours, if necessary. 


Smith, Kline & French Laboratories, Philadelphia 


Edr Sal its dual action relieves pain, lifts mood 


Each Edrisal* tablet contains Benzedrine* Sulfate 
(racemic amphetamine sulfate, S.K.F.), 2.5 mg.; 
acetylsalicylic acid, 2.5 gr.; and phenacetin, 2.5 gr. 
Available on prescription only. 


*“Benzedrine’ and ‘Edrisal’ T.M. Reg. U.S. Pat. Off. 
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The common Of infections tn Cuens and chronic wounds suggests the 


use of an antibacterial agent with a wide antibacterial spectrum. Furacin, effective against the majority 
of wound bacteria in vivo, is receiving favorable and steadily increasing mention in the literature for 
such conditions.* Furacin® brand of nitrofurazone, is available as Furacin Soluble Dressing (N.N.R.) 
and as Furacin Solution (N.N.R.) containing 0.2 per cent Furacin. These preparations are indicated 
for topical application in the prophylaxis or treatment of infections of wounds, second and third degree 


burns, cutaneous ulcers, pyodermas and skin grafts. Literature on request. 


EATON LABORATORIES, INC., NORWICH, N. Y. 


*Bigler, J.: Chicago M. Soc. Bull. 50:269, 1947 * Coakley, W. A. et al.: Plast. & Reconstruct. Surg. 3:667 (Nov.) 1948 ¢ 
Curtis, L.: Surg. Clin. N. A. 1466 (Dec.) 1947 * Downing, J. et al.: J. A. M. A. 133:299, 1947 © Johnson, H.: Arch. 
Dermat. & Syph. 57:348, 1948 * Mays, J.: J. M. A. Georgia 36:263, 1947 * McCollough, N.: Indust. Med. 16:128, 1947 °¢ 
Mills, J. et al.: Plast. & Reconstruct. Surg. 3:245, 1948 © Ryan, T.: U. S. Nav. M. Bull. 47:991, 1947 © Shipley, E. et al.: 
Surg., Gynec. & Obst. 84:366, 1947 * Snyder, M. et al.: Mil. Surgeon 97 :380, 1945. 


For 
mixed 
infections 


FURACIN 
ULUBLE 


RAND OF NITROFURAZON 


“ITROFURAZONE {5.NITRO-2-F 


* WATER SOLUBLE BASE. 
DISPENSED By oR ON THEM 
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new! new! new! 


vi-syneral therapeutic 


Vi-Syneral Therapeutic supplies in intensive therapeutic dosage not only the vitamins 
usually included in the therapeutic type of preparation, but also liver fractions, 
choline, inositol, folic acid... and eight nutritive minerals... based upon the original 
nutritional concepts of Dr. Casimir Funk .. . that vitamins should be given 

with minerals because they are functionally interrelated. The physician and 
surgeon, therefore, can anticipate results superior to those obtained 

with less complete formulas. 


each dark colored capsule contains: each light colored capsule contains: 
Vitamin A (natural) 25,000 Units Choline 20 mg. 
Vitamin D (natural) 1,000 Units Inositol 10 mg. 
Ascorbic Acid (C) 150 mg. d-Calcium Pantothenate 15 mg. 
Folic Acid 1.76 mg. Calcium (as0.54 Gm. di-eate. phosphatey | 160 mg. 
Thiamine HCl (B,) 15 mg. Phosphorus 132 mg. 
Niacinamide 150 mg. Tron 15 mg. 
Riboflavin (Bz) 10 mg. Copper 1.5 mg. 
Pyridoxine HCl (Bg) 5 mg. Manganese 1.0 mg. 
Alpha-Tocopherol (E) 10mg. Magnesium 1.0 mg. 
Liver Fractions* 200 mg. Zine 1.0 mg. 
“Todine 0.1 mg. 


Suggested dose: One dark and one light colored capsule daily. _— Prescription packages of 
30, 50 and 100 capsules 


Samples, literature from 


u. s. vitamin corporation 
casimir funk laboratories, inc. (affiliate) 
250 E. 43rd St., New York 17, N.Y. 
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for POSTOPERATIVE 
and POSTPARTUM 
NEEDS 


Basic design and theuniquesys- 
tem of adjustment make a large 
variety of Camp Scientific Sup- 
ports especially useful as post- 
operative aids. Surgeons and 
physicians often prescribe them 
as assurance garments and con- 
sider them essential after op- 
eration upon obese persons, 
after repair of large herniae, or 
when wounds are draining or 
suppurating. A Camp Scientif- 
ic Support is especially useful in 
the postoperative patient with 
undue relaxation of the abdom- 
inal wall. Obstetricians have 
long prescribed Camp Post- 
operative Supports for post- 


} 
q 


partum use. Physicians and 

surgeons may rely on the Camp- CC: 

trained fitter for precise execu- Scientific SuppertS 

tion of all instructions. 

If you do not havea copy of the THIS EMBLEM is displayed only by reli- 
able merchants in your community. Camp 

Camp ‘‘Reference Book for Phy- Scientific Supports ore never sold by door- 

sicians and Surgeons”’ it will to-door canvassers. Prices are based on 

. intrinsic value. Regular technical and 

be sent on request. ethical training of Camp fitters insures 
precise and conscientious attention to your 
recommendations. 


S. H. CAMP ann COMPANY, JACKSON, MICHIGAN 
World’s Largest Manufacturers of Scientific Supports 
Offices in New York e Chicago ¢ Windsor, Ontario ¢ London, England 
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| Fi ELVI CINS simplify the 


problem of introducing high con- 


centrations of penicillin directly at 


the site of vaginal infection, achiev- 
ing optimal efficacy of the drug in 
cervicitis and other gynecologic 


conditions." P EL VI CLN. S 


provide 100,000 units of crystalline penicillin G (potassium salt) 


in each suppository. Even where primary pathogens are not 
penicillin-sensitive, PELVICINS are of proved value 
in the elimination of susceptible secondary invaders, there- 
by enhancing the effectiveness of such additional medical or 
surgical measures as may be indicated. i ELVICINS 
are supplied in boxes of 6 and 12, in- 


dividually wrapped in aluminum foil. 


1, Walter, R. I.; Goldberger, M. A.; and Lapid, L. S.: 


New York State J. Med. 48: 1159 (May 15) 1948. 


S chen ley LABORATORIES, INC. 


850 FIFTH AVENUE, NEW YORK 1, N.Y. 


Additional protection against 
moisture is provided by a special 
coating on the package itself. 


© Schenley Laboratories, Inc. 
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* 
is again available in ample supply 


All government restrictions on the use of quinine in 
general practice have been removed. 


The clinical effectiveness of quinine, coupled with its almost 
complete absence of toxicity, strongly recommend it in the 
treatment of malaria. 


You may again also prescribe quinine whenever its use is indicated, as in: 


minor surgery influenza 
hemorrhoids myotonia 
obstetrics anemia (with iron) 
varicose veins hydrocele 
trachoma 


You may also prescribe quinidine whenever its use is indicated, as in: 


auricular fibrillation ventricular trachycardia 


Cinchona Products \nstitute, Inc., 10 Rockefeller Plaxa, N.Y. 20 


Quinine... the NATURAL Remedy for Malaria 


Publications and abstracts on the uses of cinchona alkaloids are available on 
request. Please state your special interests in requesting information. Publi- 
cations of the Cinchona Products Institute, Inc. of general interest include: 


The Technique of Blood Examination in Malaria (with 5 colored illustra- 
tions of malaria plasmodia) 


Quinine Formulary (revised edition) Quinine and Quinidine in General Practice 
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CHOBILE provides a physio- 
logic basis for treatment of 
constipation of biliary origin 
— often a vicious cycle in 
persons past 40. 

Since the concept of biliary 
constipation is based on the 
principle of reduced bile flow 
and colon water balance,! 
CHOBILE helps meet the 
problem of breaking the vi- 
cious cycle by supplying a 
true choleretic plus a hydro- 
choleretic. Thus a duality of 
action is produced: (1) a bili- 
ary flush is promoted and 
(2) dehydration of the stool 
is prevented by maintaining 
colon water balance. 


Each CHOBILE tabule con- 
tains 1 grs. of Ketocholanic 
Acids plus 1% grs. of Cholic 
Acid conjugated as Sodium 
Glycocholate and Sodium 
Taurocholate. 

1Gauss, H. J.: J. Dig. Dis. 10: 141- 
143, 1943, 


EISLER & COMPANY DECATUR, ILLINOIS 
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Patient 


Prompt and effective relief from distressing 
symptoms of urinary tract infection such as 
urinary frequency, and pain and burning on 
urination, can be achieved in a high per- 
centage of patients through the action of 
orally administered Pyridium. 

With this safe, easily administered urinary 
analgesic, physicians can provide their pa- 
tients with almost immediate relief from 
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under Treatment 


for Urinary Tract Infection 


MEANTIME ENJOYS 
Grittifying 
from distressing 
SYMPTOMS 


symptoms during the time that specific ther- 
apeutic measures are directed toward cor- 
recting the pathologic condition. 

Pyridium is virtually nontoxic in thera- 
peutic dosage and can be administered con- 
comitantly with streptomycin, penicillin, the 
sulfonamides, or other specific therapy. 

The complete story of Pyridium and its 
clinical uses is available on request. 


PYRIDIUM” 


(Brand of HC) - 
‘MERCK & Inc. 


RAHWAY, N. J. 
Chemists 
In Canada: MERCK & CO. Limited Montreal, Que. 


AX 
: 
2 
& 
> 
4 
| 
Pyridium is the trade-mark of a 
the Pyridium Corporation for” 
its Brand of Phenylazo-| 
diomino-pyridine HCI. Merck 
& Co., Inc., sole distributors 
in the United States... 
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To the patient with musculoskeletal pain and discomfort, local application of 
Arthralgen,"": Arthralgesic Unguent, speedily brings beneficient relief. It 
creates a lasting sensation of deep, relaxing warmth as welcome as the com- 


forting sun of Spring. 


ARTHRALGEN 


counteracts circulatory difficulties, typical of rheu- 
matic and allied disorders, through the action of its 
specially combined analgetic and vasodilator 
agents —thymol, menthol, methyl salicylate and 
methacholine chloride. These beneficial ingredi- 
ents achieve rapid penetration of the skin by vir- 
tue of Arthralgen’s highly absorbable, washable 
ointment base. 


Arthralgen produces active hyperemia promptly 
and sustains the effect for several hours. The vaso- 
dilatation is not accompanied by wheals or itching. 
There is no appreciable effect on blood pressure. 


Arthralgen is valuable in the treatment of arthral- 


Arthralgesic Unguent 


gias, myalgias and neuralgias—sprains, lumbago, 
synovitis, bursitis, neuritis and myositis. In chronic 
arthritis, Arthralgen is an excellent topical adjunct 
to systemic therapy. 

Arthralgen, Arthralgesic Unguent, containing 0.259%, meth- 


acholine chloride, 1% thymol, 10% menthol, 15% methyl 
salicylate: available in one-ounce tubes and half-pound jars. . 


YY Ye 
4 / \ 
as welcome Ag as spring 
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highly effective in an unusually 


wide range of common skin disorders 


Pragmatar is particularly useful 
in seborrheic dermatitis. and in the general 


care and hygiene of the seborrheic scalp. 


Pragmatar often brings 
dramatic improvement in the 
common fungous infections— 


even in “athlete’s foot.” 


Pragmatar is extremely valuable 
in eczematous eruptions, especially those 


in which a seborrheic factor is involved. 


Smith. Kline & French Laboratories, Philadelphia 


Pragmatar 


the outstanding tar-sulfur-salicylic acid ointment 
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for failing and 
convalescent hearts 


LOEN) 


PASANOL (Tilden) provides prompt dependable 
Digitoxin... .. 1/350gr. 0.6 mg. 
Strophanthin ....1/25 gr. 8.5 mg. 
and perhaps longer life to grateful cardiac patients. PASANOL is strychnine Sulfate . 1/25 gr. 8.5 mg. 
Nitroglycerin .... 2/25 gr. 17.00 mg. 
Cactus grandiflorus . 1/2 gr. 0.11 mg. 


cardiotonic and vasomotor stimulation to help bring more comfort 


liquid, convenient, dosage easily adjusted. Indicated in... 
myocardial insufficiency, heart failure, heart musculature 
weakness following severe or chronic illness, etc. 
physicians should write for 
sample and literature 


125 YEARS OF FAITHFUL SERVICE TO THE 


MEDICAL PROFESSION . .. BY THE OLDEST (fe: 


MANUFACTURING PHARMACEUTICAL HOUSE 
IN AMERICA! FOUNDED 1824 The TILDEN Company 
New Lebanon, N. Y. @ St. Louis, Mo. 


sty 
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Five-fold attack against 
Middle Ear Disease External Ear Disease 


1. Antibacterial — \ocal infection effectively attacked by 
high concentration of sulfa-urea.!.2 


2. Debriding —infection site rapidly cleansed—odors re- 


duced, and waste material removed. 
3. Analgesic —pain and itching relieved by chlorobutanol. 
4. Fungicidal — inhibits common fungous contaminants. 


5. Hygroscopic— absorbs excess moisture, acts as decon- 


gestant. 


White’s Otomide is a stable solution of 5% Sulfanilamide, 10% 
Carbamide (Urea) and 3% Anhydrous Chlorobutanol in gly- 


cerin of high hygroscopic activity. Supplied in dropper bottles 
r of 4 fluid ounce (15 cc.) 


O'TOMIDE 


Topical Otologic Chemotherapy 


WHITE LABORATORIES, INC. Pharmaceutical Manufacturers, Newark 7, N. J. 


1. Holder, H. G., and MacKay, E. M.: Mil. Surg. 90:509-518 (May) 1942. 
2. Holder, H. G., and MacKay, E. M.: Surgery 13:677-682 (May) 1943. 
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E ‘No ow 
BRAND OF METHENAMINE MANDELATE 


OUTSTANDING 
FEAT 


1 Has wide antibacterial 
-2 No supplementary acidification re- 
quired (except where urea-split- 


ting organisms occur) 

8B Little likelihood of drug-fastness 
fl Is exceptionally well tolerated 
3 Requires no dietary or fluid 
regulation 
@ Simplicity of regimen 


of 
= each, bottles of 120, 
500, and 1,000. 


NEPERA CHEMICAL CO., INC. 
Manufacturing Chemists 


WEPERA PARK © YONKERS 2, 


7 d 
F 
J] 
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Because 


instinctive with physiciansto-prescribe Nitranitol. An ideal vaso- 


dilator, Nitranitol producesy gradyal reduction of blood pressure 


in essential hypertension. N tranit 1 maintains lowered levels of 


pressure for prolonged period’ Virt ally non-toxic, Nitranitol is 


safe to use over long periods of hime. 


When sedation is desired. Nitranitol with Phe 
nobarbital. (14 fr Phenobarbital combined with 
¥% gr. mannitol hexanitrate.) 


For extra protection against hazards of 
capillary fragility. Nitranitol with Phenobarbital 
and Rutin. (Combines Rutin 20 mg. with above 
CINCINNATE © U.S.A. formula. ) 


“SUDDEN” is a dangerous word 

in cases O hv erténsion...it has become almost 4 
| 
NITRANITOL 

For gradual, eqeodilation 
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in the Control of Edema 


ORAL 


Mercurial Diuretic 


with Ascorbic Acid 


One to two tablets daily will 
permit maintenance of patients at 
optimal or “dry” weight. Tablets 
MERCUHYDRIN with Ascorbic Acid 
combat the pathologic retention of 
water-binding sodium which im- 
poses a mounting fluid burden on 
the failing heart. Effective and usu- 
ally well-tolerated, they are of spe- 
cial value in treatment of ambula- 
tory patients. 


MERCUHYDRIN mobilizes water and 


sodium from inundated tissues and 
fosters their urinary excretion. Oral 
maintenance therapy ... Tablets 
MERCUHYDRIN with Ascorbic Acid 

. supplements the parenteral 
mercurial and diminishes the num- 
ber of injections required to main- 
tain the edema-free state. 


Tablets MERCUHYDRIN with Ascor- 
bic Acid: Bottles of 100. Each tablet 
contains meralluride 60 mg. and as- 
corbic acid 100 mg. 


j, INC. 


MILWAUKEE 1, WISCONSIN 
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tontaing pepsin» entericiolly 
coated core contains 


ables (with 
product Ente colby to 
important infully active form to that partiot the 
tract where pd optimum activity 
‘cling research’ indicates thot Entozyme’s greatest field of usefuinass is 
cholecystitis, posi-cholecystectomy syndrome, subtotal gastrectomy, 
hepatitis, pancretititiv and chronic dyspepsia — where its unique selective thersipy 
necirly physiological conditions in the gastrointestinal tract. Wis also highly 
‘effective in nausec, anorexia, belching, flatulence and pytosis. In peplie 
too; poncreatin-pepsin therapy has produced 


FORMULA: Eoch speciolly constructed teblet contai ine 
Pepsin, N.F_ 250 mg.; Bile Salts, 190 


a ibe the 


ROBINS COMPANY, INC. - 40, VIRGINA 
Ethical Phormaceuticals of Merit singe 187% 


ENTOZYME 


a if 
matic 
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DEPENDABLE 


For the regular and therapeutic diets, or when 
animal protein is diminished or contraindicated, 
dried brewers’ yeast is suggested together with 
other proteins of vegetable origin. 


The nutritionally complete proteins of brewers’ 
yeast are more readily digested and possess a 
high biological value wh2n compared with proteins 
from other sources. 


Too, the whole of vitamin B present in 
brewers’ yeast is an important therapeutic factor. 
VITA-FOOD has been a dependable source for 
nearly a quarter of a century. 


And AUTOLEX, enzyme autolyzed, supplies 
the brewers’ yeast factors in a more palatable, 
more easily available form. 


VITAMIN FOOD COMPANY, INC. 


Vitamin Research Laboratories, Inc. 
187 Sylvan Ave. Newark, N. J. 


Au 
UTOLEX 
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In Neuromuscular 


To Relax Spasm and Rigidity 


Disorders 


ORGANON PRESENTS 


ORANIXON 


Oranixon tablets, each containing 250 
mg of 3-ortho-toloxy-1,2-propanediol, 
are available in bottles of 1000, 500, 
and 100. Oranixon Elixir, containing 
400 mg per teaspoonful, is available 
in bottles of 1 pint and 8 ounces. 


Trade Mark—ORANIXON. 


You may provide extraordinary relief for 
many of your patients suffering from hemi- 
plegia, Parkinsonism, low back pain and, 
other neuromuscular disturbances by pre- 
scribing Oranixon. Try Oranixon for some 
of your patients whose outlook appears 
hopeless—patients whose mentality and 
motor functions are “imprisoned” by their 
reflexes. You'll find that Oranixon has the 
unusual action of quieting overactive reflex 
motor centers—especially those of the mid- 
brain—without interfering with voluntary 
actions or normal reflexes. Oranixon 


literature with dosage schedule is avail- 


able to physicians upon request. 


ORGANON INC. 
ORANGE, NEW JERSEY 
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infant anorexia rapidly disappears 


d Just five drops daily of White’s Multi- 
Beta Liquid stimulates the infant 
appetite; weight increase is favorably 

b influenced and greater resistance to 

infection exhibited—the early infant’s 

vitamin B intake is at a safe range. 
Similarly in the adult, White’s Multi- 

Beta Liquid, in teaspoon dosage, helps 

replenish and maintain adequate vitamin 

B stores—corrects deficiency -induced 

anorexia, aids in patient recovery, 

improves special or restricted dietaries, 


EXCELLENT PRESCRIPTION INGREDIENT 
Palatable, non-alcoholic and stable, White’s 
Multi-Beta Liquid is ideally suited to 
prescription use. Compatible with such ingre- 
dients as: (1) Tincture Nux Vomica, in equal 
parts, (2) Elixir Phenobarbital, 1 to 4 parts, 
(3) White’s Mol-Iron Liquid, 1 to 8 parts. 


ULTI-BETA LIQUID 


_.. multi-purpose B complex source 


WHITE LABORATORIES, INC., Pharmaceutical Manufacturers, NEWARK 7, N. J. 
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Comparative in vitro studies have shown that Milibis, the new 
amebacide, is the most powerful of all drugs commonly 
used against Endamoeba histolytica. In clinical tests Milibis 
has given excellent results in over 1000 cases. In those 
that could be followed parasitologically for prolonged 
periods, negative stools were obtained consistently in 82.6 
per cent after one to four courses of Milibis treatment. 
There were virtually no side effects. Average dose for 
adults: 2 tablets three times daily for seven days. If the 
stools remain positive the course should be repeated. 
Supplied in tablets of 0.25 Gm., bottles of 50 and 500. 


Bismuthoxy Glycofylarsanilate 
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Physiologic 
Blockade 


against Hay Fever... 


At the height of the pollen season, with the atmosphere laden with billions 
of spores, antigenic provocation reaches its peak in the hay fever patient. 
Now, more than ever, he needs the assistance of potent long-acting 
Chlorothen, Whittier, to erect a defensive blockade against the effects of 
antigenic exposure. 

For the patient, selection of the right antihistamimic often spells the differ- 

ence between normal living and utter wretchedness. Chlorothen, Whittier, 

provides potency of action combined with particularly long-sustained effect, 


thus ensuring full protection throughout the intervals between doses. Un- 
wanted side-reactions are minimal in both incidence and severity and can 


frequently be combatted by simple adjustment of dosage. 
The wide sphere of use of Chlorothen, Whittier, includes, in addition to 
hay fever, vasomotor rhinitis, urticaria, angioneurotic edema, atopic der- 
matitis, and other allergic manifestations. 
To facilitate rapid solution and absorption, and hence prompt action, 
Chlorothen, Whittier, is issued as uncoated tablets of 25 mg. each for oral 
administration. One to two tablets every 4-6 hours, according to the re- 
sponse, is the customary dosage range. 
Chlorothen, Whittier: Packaged in bottles of 100 tablets, 25 mg. per tablet. 


Sole Canadian Distributors: 
ies, Reg'd, Montreal 1, Quebec, Canada 


levrentian Ag 
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Science of Screen Manufacture 


AIDS THE SCIENCE 


OF RADIOLOGY 


exacting requirements of the science 
of radiology demand the finest ‘‘tools’’ 
that science itself can produce. That is 
why the manufacture of “‘Patterson”’ In- 
tensifying and Fluoroscopic Screens is so 
essentially an intricate procedure. 

Rigid specifications must be met. Every 
step of every operation is under strict lab- 
oratory control. Scientific tests and in- 
spections are made continuously. Even 
pre-tested luminescent chemicals are re- 
tested to verify purity and uniformity. 

In addition, every “Patterson” Screen 
ever made receives a final examination... 
being carefully checked for uniformity of 
speed . . . for ability to render detail and 
contrast . . . and for mechanical perfection 
—freedom from dirt, marks, or extraneous 
matter which might confuse the diagnosis. 

Superior radiographs require, first of all, 
superior skill. But even the highest skills 
require the best of “‘tools.”” A fine radio- 
graph cannot be produced with a screen in 


Every “Patterson” Screen 
is carefully checked for 
mechanical perfection. 


poor condition, nor with a cassette which 
does not give perfect contact. That is why 
it is important to specify ‘‘Patterson’’ 
when ordering new screens, or replacing 
screens that are damaged, worn or stained. 
Your dealer has a complete stock. E. I. 
du Pont de Nemours & Co. (Inc.), Patter- 
son Screen Division, Towanda, Pa. 


FILM CHEMICALS 
“PATTERSON” SCREENS 
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Choline 


Solution Choline Gluconate- 
C.S.C. represents a significant 
advance in choline therapy. Its 
citrus orange flavor is unusually 
delightful, making it acceptable 
even over the prolonged periods 
required in the treatment of many 
hepatic disorders. This prepara- 
tion, which replaces Syrup Choline 
Bicarbonate-C.S.C., contains 
62.5% choline gluconate or the 
equivalent of 25% choline base, 
the highest choline content of any 


truly palatable 
highly concentrated 


Preparation 


choline solution available today. 
Furthermore, its low cost to the 
patient in terms of choline content, 
makes it outstandingly economical. 

Solution Choline Gluconate- 
C.S.C. is indicated in the treat- 
ment of all hepatic, precirrhotic, 
and cirrhotic conditions in which 
choline is of value. It is best taken 
diluted with a half glass of water. 

Now available on prescription 
at all pharmacies in one pint 
bottles. 


CSC 


A DIVISION OF COMMERCIAL SOLVENTS CORPORATION, 17 E. 42ND ST., NEW YORK 17, N. Y. 
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THE NEW YORK POLYCLINIC 


MEDICAL SCHOOL AND HOSPITAL 
(ORGANIZED 1881) 
(The Pioneer Post-Graduate Medical Institution in America) 


PROCTOLOGY and 
GASTROENTEROLOGY 


A combined course comprising attendance at clinics and 
lectures; instruction in and treat- 
ment; wi i ; ward rounds; demonstration 
of cases; pathology; diol sy; Y; Op proc- 
tology on the cadaver. 


UROLOGY 


A combined full-time course in Urology, covering an 
academic year (8 months). It comprises instruction in 
pharmacology; physiology; embryology; biochemistry; 
bacteriology and pathology; practical work in surgical 
anatomy and urologlical operative procedures on the cad- 
aver; regional and g 1 anesthesia (cadaver); office 
gynecology, Proctological diagnosis; the use of the ,oph- 
thalmoscope; physical in- 
terpretation; electrocardiographic interpretation; 
tology and syphilology; neurology; physical therapy; 
continuous instruction in cysto-endoscopic diagnosis and 
operative instrumental manipulation; operative 4 


For the GENERAL PRACTITIONER 


Intensive full-time instruction covering those subjects 
which are of particular interest to the physician in gen- 
eral practice. Fundamentals of the various medical and 
surgical specialties designed as a fp ical review of es- 
tablished procedures and recent ad in medi and 
surgery. Subjects related to general medicine are cov- 
ered and the surgical departments Participate in giving 
fundamental instruction in their 
and radiology are included The class is expected to 


attend d P 1 and conf: 


OBSTETRICS and GYNECOLOGY 


A full-time course. In Obstetrics: lectures; prenatal 
clinics; witnessing normal and operative deliveries; op- 
erative obstetrics (manikin). In Gynecology: lectures; 
touch clinics; of 


clinics; d in the Pp instr 1 man- 
of bladd and other vesical lesions as 
well as endoscopic prostatic resection. 


ly; ‘follow- -up in wards Postopera- 
tively. Soenenet and gynecological pathology. Anes- 
thesia. Attendance at conferences in obstetrics and 
gynecology. gy logy on the cadaver. 


FOR INFORMATION ADDRESS 
MEDICAL EXECUTIVE OFFICER, 345 West 50th Street, NEW YORK 19, N. Y. 


SANATORIUM 


ATLANTA, GA. 


A Medical Institution featuring com- 
plete hydrotherapy and other physical 
measures. 


THE ALCOHOL PATIENT is given special- 
ized treatment and instruction. 


Cardiac, Nutritional and Arthritic cases re- 
ceived. 


BLACKMAN-WALTON 


25 rooms of service and comfort—hotel type. 


W. W. Blackman, M.D. 
John M. Walton, M.D. 
418 Capitol Ave., S. E., 4 blocks from the Capitol. 
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Inc. 1873 
For Mental and Nervous Diseases 
A sstrictly modern hospital fully 
Po for the scientific treatment 
nervous and mental affections. 
Situation retired and accessible. For 
details write for descriptive pamphlet. 
Emerson A. North, M.D. 
Charles Kiely, M.D. 
Visiting Consultants 


ELLIOTT OTTE, Business Mana; 
Box No. 4, College Hill 
CINCINNATI, OHIO Medical Director 


‘“REST COTTAGE’’ College Hill, Cincinnati, Ohio 


For purely nerv- 
ous cases, nutri- 
tional errors and 
convalescents. 


Completely 
2quipped for 
1ydrotherapy, mas- 
sages, etc. 


Cuisine to meet 
individual needs. 


Emerson A. North, 
M.D. 

Charles Kiely, 
M.D. 


Visiting 
Consultants 


a 
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HILL CREST SANITARIUM 


FOR NERVOUS AND MENTAL DISEASES AND ADDICTIONS 


Insulin and Electro-Shock Therapy used in Selected Cases. Gradual Reduction Method used 
in the Treatment of Addictions. 
Established in 1925 


Thoroughly modern in architecture and construction. Eight depar affording proper classification of patients. 
All outside rooms, atti furnished. Several bathrooms and rooms with private bath on each floor. Also a 
spacious sun parlor in each department. Located on the crest of Higdon Hill, 1050 feet above sea level, =e 
the city, wee sur d by an exp of beautiful woodland. Ample provision made for diversion and helpful 
occup Adeq night and day nursing service maintained 

James A. Swine M.D., Physician-in-charge James Keene Ward, M.D., Associate Physician 
P. O. Box 2896, Woodlawn Station, Birmingham 6, Ala. Phones 9-1151 and 9-1152 


CHARLES B. TOWNS HOSPITAL 


ESTABLISHED 1901 
FOR ALCOHOLISM, NARCOTIC AND BARBITURATE ADDICTIONS exclusively 


THE Towns TREATMENT is a medical and psychiatric procedure. 

Withdrawal of narcotics, either opiates or synthetics, is by rapid reduction and specific medication. 

After 47 years, this treatment is generally accepted as standard. 

Physicians and psychiatrists in residency. Trained nursing, physio and hydrotherapy staff. 

Patients are assured of complete privacy if desired. Length and cost of treatment are pre-determined. 
Advantageously situated facing Central Park. Solarium and recreation roof. Excellent cuisine and service. 


W. D. Smxwortn, Medical Supt. Literature on request. Epwarp B. Towns, Director 


293 CENTRAL PARK WEST e NEW YORK 24, N. Y. * SChuyler 4-0770 
Member American Hospital Association. Our ad also appears in the JAMA and other leading medical journals. 


BRAWNER’S SANITARIUM 


Established 1910 
Smyrna, Georgia (Suburb of Atlanta) 


FOR THE TREATMENT OF 
Nervous and Mental Illnesses, Drug and Alcohol Addictions 


JAS. N. BRAWNER, M. D., Medical Director 
ALBERT F. BRAWNER, M.D., Dept. for Men JAS. N. BRAWNER, JR., M.D., Dept. for Women 
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One of America’s Fine Institutions . . . 


Dedicated to the Scientific Treatment of Nervous and Mental Disorders . . . 


... Ina Setting of Inviting Friendliness and Simple Grace . . . Elevation 1,200 Feet 
Newdigate M. Owensby, M.D., Psychiatrist-in-Chief 
Atlanta Office, 384 Peachtree Street 


— e - Reservation Necessary 
Dr. Rufus Evann, Attending Physician BROOK HAVEN MANOR SANITARIUM 
Elizabeth Hancock, ‘Psycho-Therapist STONE MOUNTAIN, GA. 


We do not treat acute alcoholic intoxication or narcotic addiction 


APPALACHIAN HALL 
ASHEVILLE, NORTH CAROLINA 


An institution for rest, convalescence, the diagnosis and treatment of nervous and mental disorders, 
alcohol and drug habituation. 

Appalachian Hall is located in Asheville, North Carolina. Asheville justly claims an unexcelled 
all year round climate for health and comfort. All natural curative agents are used, such as 
physiotherapy, occupational therapy, shock therapy, outdoer sports, horseback riding, etc. Five 
beautiful golf courses are available to patients. Ample facilities for classification of patients. Rooms 
single or en suite with every comfort and convenience. 


For rates and further information write Appalachian Hall, Asheville, N. C. 
Wm. Ray Griffin, M.D. M. A. Griffin, M.D. 
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Saint Albans Sanatorium 
RADFORD,VIRGINIA 


A modern, ethical institution, fully equipped for the diagnosis, care and treatment of 
nervous and mental diseases and selected addiction cases. 2,000 feet elevation. Rates 
reasonable. Occupational and Hydrotherapy Departments. 


J. P. King, M.D. J.K.Morrow,M.D. _D.D. Chiles, M.D. T. E. Painter, M.D. 


THE CARROL TURNER SANATORIUM 


MEMPHIS, TENNESSEE, Route 6, Box 288 


For the Diagnosis and Treatment of Mental and Nervous Disorders 


Lecated on the Raleigh-La Grangé Road, five miles east of the city limits. Accessible to U.S. 70 (the 
way). 5334 acres of wooded land and rolling fields. Equipment new and modern, including the latest 
electro-shock, physical and hydrotherapy. Special emphasis is laid upon eccupational and recreational 
the supervision of a trained therapist. An adequate nursing personnel gives individual attention to each 
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Aluminum PENICILLIN. 


ORAL TABLETS 


Aluminum Penicillin Oral Tablets are clinically effective in the treat- 
ment of penicillin susceptible infections. 

Containing the almost insoluble trivalent aluminum salt (not a mix- 
ture), they provide for maximum utilization of the dose administered. 

Low solubility of Aluminum Penicillin renders it much less liable to 
inactivation in the stomach. Destruction in the intestinal tract is in- 
hibited by the addition of sodium benzoate. Slow conversion to a 
readily absorbed form in the more alkaline conditions of the intestinal 
tract enhances clinical effectiveness. 

Aluminum Penicillin is not toxic in doses far exceeding those used 
therapeutically and does not cause gastric disturbance. 
Detailed information will be sent to physicians on request. 


Specify Aluminum Penicillin Oral Tablets, H.W. & D. 


Supplied in vials of twelve tablets each containing Aluminum 
Penicillin, 50,000 units, and sodium benzoate, 0.3 gram. 


0, 
ble *Patent applied for 


HYNSON, WESTCOTT & DUNNING, INC. <QQ> 
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CORROSIVE STRICTURES OF THE 
ESOPHAGUS AND THEIR 
TREATMENT* 


By Mercer G. Lyncu, M.D. 
New Orleans, Louisiana 


The numerous methods of treating corrosive 
strictures of the esophagus advocated through 
the years have met with varying degrees of 
success. There are now a variety of bougies 
available and many of the methods of treat- 
ment which have been advocated are difficult 
to accomplish. The outstanding fact which is 
universally recognized is that early treatment 
and repeated dilations are imperative if success 
is to be attained. 

Despite recent legislation requiring labeling of 
all caustic substances as well as the fact that 
lye as a household agent is much less popular 
now than formerly, strictures of the esophagus 
produced by lye still occur far too often. It is 
true that there are several other household prep- 
arations which have largely replaced lye but 
these may also produce burns and resulting 
stricture with the same degree of severity as 
that caused by lye. 

Because of the affinity of lye for moisture, 
the caustic effect upon the mucous membrane 
of the oral cavity, pharynx and esophagus is 
immediate and, unless neutralized at once, will 
cause a certain degree of necrosis of tissue, de- 
pending upon the amount ingested and the 
strength of the solution. Uusually by the time 
neutralization has occurred in the average case, 
damage has already been done. 


*Read in Section on Ophthalmology and Otolaryngology, Southern 
Medical Association, Forty-Second Annual Meeting, Miami, Florida, 
October 25-28, 1948. 


*From the Department of Otolaryngology, Tulane University 
School of Medicine and the Department of Otorhinolaryngology, 
Ochsner Clinic, New Orleans. 


The purposes of treatment in the acute cases 
are: (1) to preserve life, (2) to maintain a 
general state of health so that the lesion may 
heal, (3) to maintain a patent esophageal lumen, 
and (4) to restore the lumen to a size compatible 
with relatively normal esophageal function. 


In the acute cases, the immediate care is the 
concern of the pediatrician or internist rather 
than of the otolaryngologist. Consequently, 
these patients are usually admitted directly to 
the pediatric or medical service and the otolaryn- 
gologist serves as a consultant until the patient 
is ready for restoration of esophageal function. 
If the patient is seen immediately or within 
several hours of the accident, the mouth is 
washed with a 2 per cent solution of acetic acid 
and the patient is made to swallow some of 
this, after which the stomach is washed out. 
Since the hydrochloric acid of the stomach will 
neutralize lye, there is no need to attempt to 
neutralize the stomach if the burn has been 
produced by this corrosive. However, if the 
burn has been caused by an acid, then the stom- 
ach is washed out with an alkali. Following 
this a teaspoon full of olive oil is given every 
half hour for twelve hours, then every hour for 
the next twenty-four hours. The patient is fed 
by means of liquids supplemented by intravenous 
infusions or clysis when necessary. 


If, however, the patient is seen after the first 
twenty-four hours and is unable to swallow 
(which indicates a severe reaction with esopha- 
geal edema and early necrosis of tissue), then 
gastrostomy is performed in order to provide a 
means for feedings. Maintenance of the general 
health of the patient from the outset is impera- 
tive. The early treatment of shock and the prob- 
lem of feeding are the pediatrician’s concern. 
The otolaryngologist and surgeon are consultants 
until the initial state of the acute phase has 
passed. 
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As soon as the patient is able to swallow, he 
is given liquids for the first twenty-four hours 
and for the next forty-eight hours semiliquid 
foods. At the end of forty-eight hours the edema 
and inflammation have usually subsided suffi- 
ciently to permit visualization of the esophagus 
either by fluoroscopy while the patient is ingest- 
ing a small amount of barium sulfate, or by 
means of the pharyngoscope. However, the use 
of the esophagoscope at this time is dangerous. 
In the absence of roentgenographic or pharyngo- 
scopic evidence of a burn, oral burns from the 
caustic substance are considered presumptive 
evidence of esophageal burns and an indica- 
tion for therapy, for the importance of later 
success depends upon the early establishment 
of treatment. This cannot be too firmly stressed. 
If no lesions are noted, the patient is dismissed 
with a warning to return immediately if dys- 
phagia occurs. He should also be examined 
under the fluoroscope again in two or three 
months while swallowing barium to be sure no 
secondary changes have occurred. 


In the presence of oral burns or fluoroscopic 
or pharyngoscopic evidence of esophageal dam- 
age, a modification of the Salzer! or Bakay? 
method of treatment, that is, repeated early 
dilations, is indicated. An eyeless catheter, size 
10 to 30, which is filled with either lead shot 
or mercury and wet with water or lubricating 
jelly, is employed for the first dilation. The 
catheter is gently passed down the esophagus, 
care being taken not to permit more than one 
inch to pass into the stomach, and this is left 
in place for five minutes. Force should not be 
used when inserting the catheter. It should be 
allowed to pass merely by its own weight; this 
will provide adequate force to pass the usual 
developing stricture and will not cause perfora- 
tion if it should fall into a sacculation. Begin- 
ning on the third day, this procedure is per- 
formed daily. The size of the catheter should 
be gradually increased during the first few days 
until difficulty is encountered. From the third 
to the tenth week the largest possible catheter 
should be passed once daily and left in place for 
from ten to thirty minutes. For the next month 
the catheter should be introduced twice a week 
and for the next three months once a week. The 
interval can then be lengthened, depending upon 
the condition in the individual case. Obviously, 
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the treatment should be individualized from the 
beginning, but the procedure just outlined may 
be followed as a general plan. Early and con- 
tinued prophylactic dilations, tedious and un- 
comfortable as these may be, are the key to 
successful results. 

The Bakay treatment is applicable only if 
the patient is seen early enough. All too often 
patients are seen from several weeks to years 
after the development of a stricture. These are 
the cases which are a real problem. It is obvious 
that the first three steps in the treatment of 
these chronic strictures have already been ac- 
complished when the patient is seen. Life has 
been saved, and the general state of health has 
been maintained to some extent although usually 
the patient is malnourished because of the neces- 
sarily restricted diet. An esophageal lumen has 
been maintained to some degree or the patient 
has been a “gastrostomy patient” for some time. 
The problem in chronic esophageal stricture is 
one of restoring the lumen to a size compatible 
with relatively normal esophageal function. Only 
relatively normal esophageal function can be 
expected in these patients since they can never 
have a perfectly normal esophagus and must be 
continually observed for the possibility of re- 
turning stricture. In the management of these 
patients it is essential first to perform a fluoro- 
scopic examination during the ingestion of 
barium sulfate and secondly to perform an eso- 
phagoscopy. 

If the patient has only a small stricture with 
an established lumen, dilations may be begun 
under direct vision until the No. 30 bougie can 
be passed. Then the No. 30 mercury bougie is 
passed indirectly three times a week until it is 
possible to pass a No. 40 bougie. The patient 
is then taught how to pass the bougie; he is 
given a No. 40 bougie and instructed to pass 
it at weekly intervals, or more often if neces- 
sary, and to return at monthly intervals for 
office dilatation. The size of the bougie is grad- 
ually increased to a No. 44. After this, twice a 
year, the patient is examined under the fluoro- 
scope during the ingestion of barium sulfate. 

If, however, the lumen is extremely small or if 
the patient has more than one stricture, then 
he is given a lead shot attached to a silk cord 
to swallow; the olive tip bougies are threaded 
onto this and dilation is begun. As soon as a 
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No. 34 passes with ease, the mercury bougie 
may be employed and the procedure is con- 
tinued as outlined in the preceding paragraphs. 

Dilations cannot be accomplished in some 
cases in which the lumen is too small even for 
the passage of the shot or in which there are 
many strictures. If gastrostomy has not already 
been performed in these cases, then one is per- 
formed, as much for feeding purposes as for 
the institution of treatment. A filiform catheter 
is passed under direct vision by means of the 
fluoroscope either from above or from below 
through the gastrostomy opening. After this 
catheter has successfully passed down the length 
of the esophagus, a silk cord is attached to the 
end and the bougie is withdrawn. In this way 
a string is brought out through both the mouth 
and the gastrostomy opening and the ends are 
tied. A continuous loop is thus established. 
Retrograde bouginage is then performed three 
times a week until the No. 34 retrograde bougie 
passes with ease. The patient is now ready for 
dilations from above, and these are carried out 
according to the method already described. 

Some of these strictures will fail to respond 
to this treatment, especially long-standing multi- 
ple strictures and those in which the original 
burn has been deep so that there is much thick 
fibrous tissue in the form of a dense, well- 
organized scar. In these cases in which there 
is little or no improvement after a course of 
intensive treatment for several months, gastro- 
esophageal anastomosis is performed. With the 
refinements in thoracic surgical technic today 
and the low mortality rate, more and more of 
these patients with chronic strictures are en- 
couraged to have gastro-esophageal anastomosis, 
as it permits a return to normal life. This is 
preferable to the long drawn out procedure of 
repeated dilations with the ever present possi- 
bility of relapse. 

The following cases are presented to illustrate 
the various steps in the treatment of chronic 
strictures of the esophagus. 

Case 1—W. M., aged 34 years, came to the clinic 
with a history of having imbibed enough “raw home- 
made whiskey” some years before to make him nause- 
ated, following which he fell asleep. When he awoke, 
his mouth and throat were so sore that he was able to 
take only liquids for three days. He then could take 


a soft diet but could not swallow solid food. He lost 
35 pounds in weight during the first month after this 
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incident but since then had been able to maintain his 
present weight, which was 20 to 25 pounds less than 
his weight before this episode. Recently, he noted that 
he had increased difficulty in swallowing soft foods, 
that he required much more time to eat a meal and 
that he had to ‘“‘wash the food down” at frequent 
intervals. 


Physical examination revealed no abnormalities and 
laboratory examination showed secondary anemia and 
some albumin in the urine. Roentgenograms following 
the ingestion of barium showed a stricture at the level 
of the arch of the aorta (Fig. 1). 

Esophagoscopy was performed and during the pro- 
cedure a No. 10 flexible bougie was passed. Dilation 
up to a No. 16 flexible bougie without trauma to the 
esophagus was possible at this sitting. Dilations were 
then performed twice a week until a No. 30 flexible 
bougie passed easily. Dilations with the mercury bougie 
were employed until a No. 40 bougie passed easily. 
The patient was then discharged. He performed the 
dilations himself and returned at monthly intervals 
for three months for check-up including examination 
under the fluoroscope. 

At present he is performing the dilations once every 
month to six months, is maintaining his weight and 
can eat anything but extremely coarse and bulky foods. 


Case 2.—W. M.., aged 26 years, drank some wine after 
the capture of an Italian village during the Italian in- 


Fig. 1 
Case 1.—Roentgenogram showing stricture at the level of 
the arch of the aorta with some early dilatation just above 
the stricture. 
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vasion. The following day he noticed soreness of his 
throat and difficulty in swallowing. This became acute 
within twelve hours and he was admitted to the station 
hospital where he received only intravenous therapy 
and was then sent to the General Hospital. Roentgen- 
ograms of the esophagus following the ingestion of 
barium were made at this hospital, and feedings were 
accomplished through a Levine tube and intravenously. 
As soon as he was over the acute stage, the tube was 
removed and he was able to swallow liquids but no 
solids. 

He was then transferred to a general hospital in the 
United States, where roentgenograms following the in- 
gestion of barium revealed three strictures: one at the 
level of the cricoid and extending to the suprasternal 
notch, another at the lower border of the fourth rib and 
the last at the level of the eighth rib (Fig. 2). Esoph- 
agoscopy revealed that although the upper stricture was 
healed, it was easily dilated without trauma, to a No. 
18 flexible bougie. As this was the longest of the stric- 
tures, it was thought that dilations from above could 
be carried out with safety. Following the successful 
passage of a lead shot attached to a silk cord into the 
stomach, dilations with the olive tip bougie threaded 
onto the string were begun. These were performed three 
times a week and rapid progress was made up to a No. 
34 bougie. The string was then withdrawn and the 
mercury bougie supplemented. Dilations were again 
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carried out three times a week until a No. 42 bougie 
passed with ease. The patient was then discharged from 
the Army and from the hospital with a No. 42 bougie 
and instructions to continue passage of this bougie once 
a week or more often if necessary. 

Three years after discharge the patient was eating 
anything but coarse or hard dry foods. He had gained 
beyond his original weight and was passing the bougie 
once a month or six weeks, more because he was afraid 
to stop than because he was having any difficulty. 


Case 3—W. F., aged 30 years, swallowed lye some 
years previously accidentally. She received first aid treat- 
ment and was hospitalized during the acute stage but, 
after the oral burns had healed, she was discharged. For 
eight months following this experience, she had increas- 
ing difficulty in swallowing until, upon admission to the 
outpatient department, she could swallow water only 
with difficulty. 

Examination revealed an emaciated, extremely appre- 
hensive woman with dry, warm skin, exhibiting some 
air hunger. She had severe secondary anemia and urin- 
alysis revealed albumin, with a high specific gravity. 
She was given intravenous fluids, and the following day, 
a blood transfusion in addition to the fluids. That 
afternoon-roentgenograms of the esophagus taken during 
the ingestion of barium revealed multiple strictures 
(Fig. 3). As soon as the blood count became normal 
and fluid balance was stabilized, a gastrostomy was 


Fig. 2 
Case 2.—Roentgenogram showing three strictures: one at 
the level of the cricoid, a second at the level of the 
bifurcation of the trachea, and the third just above the 
cardia. The lumen was patent, however, and a lead 
shot could be passed and dilations carried out from above. 


Fig. 3 
Case 3.—Roentgenogram showing complete obstruction 
with beginning dilatation above necessitating gastrostomy 
and Tucker retrograde bouginage to establish a safe lumen 
for further dilations from above. 
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performed. Following this the patient gained rapidly in 
strength from tubal feedings and three weeks later 
esophagoscopy was performed from above as well as 
through the gastrostomy opening. A filiform catheter 
could be introduced from below but not from above, 
as is so often the case. This catheter was grasped from 
above, a string was attached and the catheter was with- 
drawn. The string was then brought out through the 
nose and tied to the lower end emerging from the 
gastrostomy opening. 

Retrograde dilations were then begun until a No. 34 
bougie passed with ease. Under the fluoroscope, dila- 
tions were begun from above and when a No. 38 bougie 
passed easily, the string was withdrawn and the gas- 
trostomy opening was closed. Dilations were then per- 
formed from above at weekly intervals until a No. 40 
bougie passed easily. The patient was then discharged 
with the No. 40 mercury bougie with instructions to 
return at six-week intervals for check-ups. She has now 
reached her normal weight and can eat anything but 
extremely coarse foods. She still passes the bougie, 
however, once every ten days to two weeks. 


COMMENT 


Retrograde esophagoscopy with through and 
through passage of the string is not an easy 
task and often is a risky procedure. Accom- 
plishment of this step marks a distinct milestone 
in the progress of the patient. Passage of the 
bougie from above for the first time is accom- 
plished by means of the fluoroscope, as this is 


Fig. 4 
Case 3.—Roentgenogram taken after gastro-esophageal 
anastomosis. This patient has no symptoms of obstruc- 
tion and is able to eat a full diet and lead a normal life. 
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the safest procedure. It should be realized that 
progress in these types of cases is extremely 
slow and the patience of both the operator and 
even more of the patient is greatly taxed. 

In a few cases of longstanding stricture with 
gradual contraction of the scar, dilations do 
little more than “hold their own.” These are 
cases of deep burns of the esophagus with dense 
scar tissue. They require repeated dilations 
indefinitely. There is another group of cases 
of acute burns seen in which the esophagus is 
completely closed and the burn is so extensive 
that even the filiform catheter cannot be passed. 
In these cases gastro-esophagoscopy is the only 
method which will enable the patient to return 
to a normal mode of life. 
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DISCUSSION (Abstract) 


Dr. Philip J. Bayon, Natchez, Miss.— At the last 
meeting of this society Fisher and Hicks reported the 
amazing number of 34 cases of lye ingestion seen in 
Birmingham in a twelve-month period; Blassingame, 
McArthur and Atkinson treated 16 cases in 1946; and 
even in my own small community I have seen 7 cases 
in the past 8 months and I have knowledge of several 
more of recent occurrence. I can well agree with Dr. 
Lynch, therefore, that at least in the South such acci- 
dents are not rare. 

There is no serious difference of opinion regarding 
treatment of lye burns in which stricture formation 
has already developed; but the precise management of 
the acute case is a more unsettled matter. 

Fisher and Hicks, Blassingame, McArthur and Atkin- 
son, Claude Cody, III, and others have very recently 
published illuminating articles on the early use of lead- 
shot or mercury-filled bougies in cases of lye burns of 
the esophagus, all with minor differences in the time 
of institution and the duration of treatment. Dr. Lynch 
adds his contribution, also with minor differences. It 
appears to me that this treatment has much to recom- 
mend it and my own results have convinced me of its 
merit. 

Although Drs. Lynch and Blassingame, McArthur and 
Atkinson say that the normal gastric acidity will neu- 
tralize lye which reaches the stomach, Bolstad this year 
reported 2 cases of pyloric stenosis following lye inges- 
tion. 

Dr. Lynch warns that after 48 hours esophagoscopy 
is dangerous and he recommends fluoroscopy, pharyn- 
goscopy and the presence or absence of oral and pharyn- 
geal burns as a means of determining the extent of 
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damage presumed to exist in the esophagus. I think 
it should be emphasized that the degree of visible burns 
of the lips, mouth or pharynx is no criterion of what 
may have occurred farther down and that esopha- 
goscopy is the surest way of determining the extent of 
esophageal damage. I can cite two recent cases to 
illustrate this point. A child 15 months old was seen 
3% hours following the swallowing of lye. Other than 
a slight puffiness of the lips there was no visible evi- 
dence of burns of the mouth, oropharynx or laryngo- 
pharynx; yet at esophagoscopy a thick, whitish, meaty 
mucosa, indicating a deep burn, was observed just below 
the cricopharyngeus. Five days later another patient, 
a child 17 months old, suffered burns from powdered 
lye. She had a moderately severe burn of the lower 
lip and second degree burns of the buttocks and right 
popliteal region where she had sat in some of the 
powder. No burns were found in the oropharynx or 
hypopharynx. At esophagoscopy no burns were ob- 
served from the cricopharyngeus to the cardia. The 
first case was treated by an indwelling catheter followed 
by lead-shot bougies. He recovered without cicatrix 
formation. Close contact was kept with the second 
child for two months. She remained perfectly well. A 
communication 7 months after the accident said that the 
child is healthy in every resper+. Esophagoscopy is 
certainly dangerous after 48 hours in the acute case but 
I have heard of no disaster attending its judicious 
employment. 

In early acute cases Fisher and Hicks pass a feeding 
tube to the stomach and allow it to remain for 4 days. 
On the fourth day, following preliminary esophagoscopy, 
daily dilatations by the Saltzer or Bokay method are 
begun and in mild cases treatment is continued for 10 
to 12 days. Blassingame, McArthur and Atkinson rec- 
ommend immediate esophagoscopy in all cases, other- 
wise the management is substantially the same. A point 
well taken by them is that the esophagoscope is not 
passed beyond the level of the first burned area encoun- 
tered and periodic esophagoscopic examinations are done 
to determine the extent of healing. Dr. Lynch’s initial 
management is perhaps more cautious and according 
to my computation treatment in the average case is con- 
tinued for some 26 weeks. If this is a little long, is a 
10 to 12 day course of treatment a little short? I 
have continued dilatations for an average of 2 months 
in my own cases before re-examining the esophagus by 
esophagoscopy. If any testimonial for early treatment 
is necessary what could be more convincing than the 
report of Blassingame, McArthur and Atkinson that 
since 1943, 16 moderately severe to severe burns of the 
esophagus seen within 48 hours have been cured with- 
out recourse to gastrostomy in a single instance? 

The pathogenesis of stricture formation is entirely 
puzzling to me. Chevalier and C. L. Jackson, who, as 
far as I can determine, are not in favor of immediate 
dilatations, allow a 2 to 3 week interval to elapse 
before instrumentation of any sort is employed. By 
this time many of Fisher and Hicks’ and Blassingame, 
McArthur and Atkinson’s cases are already or nearly 
well. Does stricture formation begin only after 2 to 
3 weeks? If it does what is the effect of dilatations 
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before that time on the angioblasts and the collagen 
deposition by the fibroblasts? If cicatrization is jn 
progress before 2 to 3 weeks, then does the delay as 
advocated by the Jacksons and their followers prolong 
the time of treatment necessary to effect a cure? 

I regret that my allotted time does not permit me 
to express in full my views on the superiority of retro- 
grade esophagoscopy for the stringing of tight stric- 
tures and the vastly greater element of safety in dilating 
these strictures with Tucker retrograde bougies as com- 
pared with peroral esophageal bougienage. 

Dr. Lynch does not exaggerate when he describes the 
gravity of the situation in cases which have progressed 
to stricture formation. Yet I do not altogether share 
his bleak pessimism but incline more to the opinion of 
the Jacksons who say, “Any patient having any kind 
of lumen, however small .. . can be cured by dilata- 
tion with perfect restoration of function.” 


COMPLICATIONS OF GLAUCOMA 
SURGERY* 


By Puitip MERIWETHER Lewis, M.D. 
Memphis, Tennessee 


So many operations have been devised for the 
relief of glaucoma that it would be impossible 
to discuss the complications of all of them. No 
operation is in all cases free from complications 
and a description of all complications in all of 
the various operations for glaucoma, with sug- 
gestions for prevention and treatment, would 
require too long a paper for the allotted time. 
Furthermore, with a number of these operations 
I am unfamiliar, having rarely if ever per- 
formed them. I will therefore confine myself 
to those surgical procedures which I have prac- 
ticed with considerable frequency, namely: iri- 
dectomy, corneoscleral trephining, iridencleisis, 
cyclodialysis and cyclodiathermy. Obviously, 
not every possible complication of these five 
operations’ can be discussed. 


IRIDECTOMY 


The operation of glaucoma iridectomy is per- 
formed principally for acute glaucoma. As the 
anterior chamber is usually very shallow it is 
often difficult and dangerous to make the in- 
cision either with a keratome, or with a cataract 
knife. Splitting the layers of the cornea may 


*Read in Section on Ophthalmology and Otolaryngology, Southern 
Medical Association, Forty-Second Annual Meeting, Miami, Flor- 
ida, October 25-28, 1948. 
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easily occur, so that the final entry of the kera- 
tome is too far anterior to the iris root. Injury 
to the anterior lens capsule, with resulting trau- 
matic cataract, is extremely serious. The lens 
capsule may be injured by the point of the 
keratome on entering the anterior chamber, or 
on withdrawing it. During the latter maneuver 
if the point of the keratome is tilted too far 
forward in an effort to avoid the lens, it may 
seriously damage the corneal endothelium. Fur- 
thermore, the keratome point may on entry en- 
gage the iris, causing iridodialysis, hemorrhage, 
or both. However, if the lens is not injured, 
a small iridodialysis is unimportant and as a 
rule the hemorrhage can be controlled by irri- 
gation of the anterior chamber. The iridectomy 
may then be performed. 


To avoid these complications, which should 
certainly never occur except in cases with very 
shallow anterior chambers, the scleral incision 
should be made ad externo, after turning down 
a small conjunctival flap. I prefer to use a 
small sharp scalpel, such as the Bard-Parker 
No. 15 blade or a Lundsgaard knife as recom- 
mended by Constantine.! The incision is made 
parallel to, and 1.5 to 2 mm. posterior to 
the limbus. It should be slightly bevelled so 
as to enter the anterior chamber from 1 to 1.5 
mm. behind the corneoscleral junction. When 
the incision is made ab externo, if the eye 
is hard, the iris will prolapse into the scleral 
opening. It may be grasped with forceps and 
a proper glaucoma iridectomy, or an iriden- 
cleisis be performed without any instrument 
entering the scleral wound, except the tip of the 
irrigator if removal of blood or iris pigment is 
necessary. If the eye is not very hard, the 
aqueous escapes slowly, the iris does not pro- 
lapse, but may be drawn out easily with forceps, 
or with a blunt Tyrell hook, and the iridectomy 
or iridencleisis may be performed. 

Such complications as dislocation of the lens, 
loss of vitreous and total iridodialysis are nearly 
always due to the patient’s misbehavior, which 
is due to his inadequate preparation for surgery. 
If the patient is very nervous and unruly, and 
the eye extremely sensitive, general anesthesia, 
preferably with “pentothal’” sodium, may be 
necessary. However, in most cases the surgery 
of acute glaucoma can be safely performed under 
local anesthesia by sufficient preoperative seda- 
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tion, plus liberal retrobulbar and subconjunctival 
injection of four per cent procaine with epi- 
nephrine. 

Failure properly to reduce the tension by iri- 
dectomy necessitates the subsequent perform- 
ance of some other type of operation, unless the 
proper pressure, vision and fields can be main- 
tained by miotics. 


CORNEOSCLERAL TREPHINATION 


Probably more ophthalmologists do trephines 
than any other operation for glaucoma, although 
the complications and failures are rather fre- 
quent. 


Buttonholing or tearing the conjunctival flap 
should occur very rarely. It may be cut, or torn 
in making the dissection, but more frequently 
it is cut with the trephine. If small it may be 
closed with a six 0 purse-string suture. If, as is 
usually the case, the hole is just at the corneo- 
scleral junction, closure is difficult. If the tre- 
phine opening has not yet been made, it is best 
to abandon the 12 o’clock position and do the 
operation to one side or below. If the trephine 
opening has been completed and the conjunc- 
tival opening cannot be closed properly with 
sutures the following procedure is necessary: 
complete the operation as usual, that is, do the 
iridectomy and suture the conjunctiva and 
Tenon’s capsule firmly back into place. Then 
dissect the conjunctiva cleanly from the limbus 
on either side of the trephine opening, thus pre- 
paring a Van Lint sliding flap. With a small 
sharp curet remove the epithelium from the 
cornea just below the trephine opening, and 
horizontally across to the limbus on each side. 
Then suture the conjunctival flap to the epi- 
scleral tissue of the limbus just distal to the 
11 and the 1 o’clock positions. 


Hemorrhage from the sclera should be con- 
trolled by pressure, or touching with the actual 
cautery. Intra-ocular hemorrhage usually stops 
spontaneously and should be removed by irri- 
gation. 


If the trephine blade is dull, or if improperly 
held, the button of sclera may be cut through 
imperfectly and its entire removal may be very 
difficult and result in early closure of the open- 
ing. Losing the disk in the anterior chamber 
has occurred and should be guarded against as 
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its removal may be very difficult, or even im- 
possible. 

Usually peripheral iridectomy is preferable, 
but if the iris persists in prolapsing and cannot 
be replaced by irrigation, complete iridectomy 
becomes necessary. 

The loss of vitreous is a very serious compli- 
cation and should be prevented by not tre- 
phining too far posteriorly and by avoiding un- 
due pressure and roughness in operating. When 
it occurs it usually prevents successful filtration 
and the operation is a failure. 


Complications occurring postoperatively con- 
sist of: (1) iritis, (2) failure of the anterior 
chamber to reform, (3) failure of filtration, (4) 
cataract formation, (5) hypotony, (6) prolapse 
of iris and, (7) endophthalmitis or panophthal- 
mitis. These complications are listed in the 
order of frequency in which they have occurred 
in my experience. Prolapse of the ciliary proc- 
esses is not listed, because I have never know- 
ingly encountered it. It undoubtedly has oc- 
curred in some of the cases in which the tre- 
phine opening failed to filter. A second, third, 
or fourth operation has been performed on sev- 
eral cases, but enucleation and histological exam- 
ination have not been performed. 

(1) In my cases a mild iritis has occurred 
rather frequently, requiring the use of “neo- 
synephrine,” heat and milk injections in addi- 
tion to the use of atropine. As long as there if 
a definite iritis the patient should be kept in 
the hospital. Usually with adequate treatment 
it subsides within ten days. 


(2) Failure of the anterior chamber to restore 
for the first few days is normal. I like it to 
restore on the third day. If it has not reformed 
by the fifth day it worries me. If it has not 
restored by the seventh day the patient should 
be returned to the operating room for injection 
of air into the anterior chamber. Otherwise, 
adhesions of iris or lens to cornea, adhesions 
of iris to lens, and rapid cataract formation will 
occur. Detachment of the choroid is present 
in a rather high percentage of these cases, but 
requires no special treatment. 

(3) Failure of filtration means failure of the 
operation. It may be due to fibrotic closure of 
the scleral opening, prolapse of ciliary processes 
into the opening, or dense adhesions of the con- 
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junctiva to the opening and the surrounding 
sclera. Some have reported good results from 
dissecting down the flap and reopening the 
wound. In my hands this has led to failure 
due to the formation of even more scar tissue. 
Reoperation of the same type or another pro- 
cedure is usually necessary. 

(4) It is hard to determine the incidence of 
cataract formation after glaucoma operations. Ap- 
proximately one-fifth of my cases of successful 
trephine operations required cataract extractions 
within a period of three years. It is my opinion 
that cataracts follow trephines more often than 
any other glaucoma operation. 


(5) Hypotony as a rule is not serious and I 
have never had an eye that showed marked 
degeneration from it, although several cases have 
had a pressure below 12 mm. for years. In 
most cases no treatment is indicated. Two pa- 
tients who have had one hypotonous eye and 
one with normal tension have been followed for 
a number of years. In both cases the soft eye 
has maintained the better vision. The following 
case report illustrates this: 


K. B., a white woman, was 42 years old in July, 1935, 
when I did a bilateral trephine for chronic simple glau- 
coma. On the right eye a 1 mm. trephine was used and 
on the left a 2 mm. blade. Since that time the pressure 
has remained from 18 to 20 mm. O.D. and from 6 to 8 
mm. O.S. Vision remained the same in both eyes for 
over 14 years although the left eye always had too large 
a bleb and a definite hypotony. 


Both eyes now show nuclear cataracts, more ad- 
vanced in the firmer eye. Vision is better, 20/50 in 
the hypotonous eye and only 20/100 in the other eye. 


It was a mistake in this case to use a 2 mm. 
trephine. It is felt at present that it is rarely, 
if ever, necessary to use a larger than a 1.5 
mm. trephine in a white person. 


(6) In my experience prolapse of the iris is 
very rare. When it does occur, it is likely to 
increase in size, cause irritation and also close 
the trephine opening. It should therefore be 
dealt with promptly by dissecting down the 
conjunctival flap and excision of a large section 
of iris. 

(7) I have seen two cases of panophthalmitis, 
2 and 6 years respectively, after trephination, 
both requiring evisceration. In a much larger 
series of iridencleises I have had only one case 
of panophthalmitis which developed seven years 
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after a successful operation. While I have never 
had the opportunity, it seems possible that if a 
case of this type were seen in an early stage, 
intensive treatment with modern chemotherapy 
and antibiotics might check the infection before 
a hopeless panophthalmitis developed. Certainly 
irrigation of the anterior chamber with penicillin, 
or streptomycin, should be tried, and possibly 
intravitreal injections. 


IRIDENCLEISIS 


Complications occurring at the time of opera- 
tion are few. Injury to the lens can occur if a 
keratome incision is made in the presence of a 
shallow anterior chamber. Incision, with a Luns- 
gaard knife, or a No. 15 Bard-Parker blade, ab 
externo, under a previously dissected conjunc- 
tival flay is a much safer procedure and re- 
quires only a few moments more than making 
the incision by keratome. The writer uses this 
method in most cases, reserving the keratome 
for patients with an anterior chamber of normal 
depth. 


Hemorrhage into the anterior chamber is rare 
and should be removed by irrigation. In almost 
fifteen years’ experience with the iridencleisis 
operation I have had only one case in which 
hemorrhage proved serious or required any spe- 
cial steps. 


A white woman, aged 68, was blind in one eye from 
chronic simple glaucoma and showed marked field 
changes in the other, although corrected central vision 
was 20/30. She failed to respond to treatment with 
miotics and in November 1938 an iridencleisis was per- 
formed. Hemorrhage into the anterior chamber occurred 
48 hours later and persisted without improvement for 
one week. Then a keratome incision was made tem- 
porally and the blood successfully irrigated from the 
anterior chamber. In spite of developing pellagra and 
eventually a cataract which was removed in 1943, she 
maintained useful vision until her death in 1947 at the 
age of 77 years. 


I have never had the iris pillars slip back 


into the anterior chamber. If the iris is held 
on either side of the midline with forceps and 
cut meridianally from pupil to root, the pillars 
can be immediately caught in the angles of the 
wound and there is no danger of their slipping 
back into the anterior chamber. In certain 
cases, in which the tension has not been very 
high, it is well to incarcerate only one pillar. 

Complications occurring after operation are: 
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(1) failure of the anterior chamber to reform, 
(2) closure of the wound with complete failure 
of filtration, (3) cataract formation, (4) hypot- 
ony with excessive bleb formation, (5) pan- 
ophthalmitis and (6) sympathetic ophthalmia. 


(1) As a rule the anterior chamber has re- 
formed by the third or fourth postoperative day. 
If it has not reformed in one week it constitutes, 
in my opinion, a serious complication. Permanent 
central opacity of the posterior cornea and rapid 
cataract formation are likely to occur. Injec- 
tion of air through a small opening made with 
a knife-needle in the cornea near the lower 
limbus will restore the anterior chamber by 
pushing back the lens and iris from the cornea. 


(2) Closure of the wound with failure of filtra- 
tion. This occurs occasionally in spite of the 
early use of massage, the importance of which 
has been stressed by O’Brien.2 In many cases 
the subsequent use of miotics will maintain 
normal pressure, but in some, another opera- 
tion is necessary. On six colored patients, from 
two to four operations were done upon each eye. 
In one case two trephinations and one iridenclei- 
sis failed. A final iridencleisis at the 5 o’clock 
meridian was successful. This eye, the other 
one being blind, although subjected to four fil- 
tration operations has maintained vision of 20/70 
and Jaeger No. 6 for fourteen years since the 
last operation. A patient had a bilateral iriden- 
cleisis which failed, then a bilateral trephine 
which also failed. Bilateral cyclodiathermy re- 
duced the pressure to normal. Useful vision, 
20/70 and Jaeger No. 8, with a tension of about 
25 mm. (Schiotz) has been maintained for more 
than four years. Incidentally, all six of the 
operations upon this patient were performed 
within a period of three months in the year 
1943. Closure of the wound with a rise in pres- 
sure, uncontrollable by miotics, occurs at times 
in white patients, but not nearly so often as in 
Negroes. 

(3) Cataract formation after iridencleisis has 
been much less frequent than after trephina- 
tion. I have had two patients who rapidly 
developed a cataract in one eye due probably 
to failure of the anterior chamber to reform 
in a normal length of time. A considerable 
number of patients developed cataracts several 
years later, which required operation, but there 
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seemed to be no connection with the previous 
iridencleisis. 

(4) Hypotony with excessively large blebs 
occurred in both eyes of one of my patients. 
This is a very rare development after iriden- 
cleisis. One of these blebs became so large as to 
interfere seriously with vision and comfort. It 
was also very disfiguring. Surgical removal was 
performed three years after the iridencleisis 
operation. A conjunctival flap was dissected and 
brought down to cover the denuded area. 
Vision improved and the eye became comforta- 


Fig. 1 


Abnormal proliferation of filtration scar. Keloid? 


Fig. 2 
Abnormal proliferation of filtration scar. 
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ble, but the pressure rose to 35 mm. (Schiotz). 
For several weeks miotics were necessary, fol- 
lowing which, filtration resumed and the ten- 
sion fell to 12 mm. 


The specimen removed was a white, opaque, 
gelatinous mass, measuring 10x5x2 mm. It was 
sent to the Army Institute of Pathology and 
reported by H. C. Wilder, as follows: 


“The surface epithelium is irregular, but generally 
atrophic. The conjunctival stroma is replaced in part 
by dense connective tissue, with stellate cells indicating 
continued proliferation.” 

This unnatural proliferative scar 
of the conjunctiva should probably 
be considered a keloid (Figs. 1 
and 2). 


(5) Panophthalmitis. — This is 
a very rare complication, occur- 
ring much less frequently than 
after trephination. I have had a 
case which occurred seven years 
after a perfectly successful iriden- 
cleisis. When seen one week after 
the eye became inflamed it was 
impossible to ascertain by history 
or examination whether the pan- 
ophthalmitis developed from a 
conjunctivitis which spread 
through the scleral opening, or 
whether it was a metastatic infec- 
tion. 


(6) Sympathetic Ophthalmia.— 
This terrible complication has been 
reported, but fortunately is exceed- 
ingly rare. I have never had a 
case and feel that the remote pos- 
sibility of its occurrence should not 
deter one from performing this 
most satisfactory operation for 
glaucoma. 


CYCLODIALYSIS 


About fifteen years ago Profes- 
sor Elschnig’ of Prague, while on a 
visit to Memphis, performed among 
numerous other operations, six 
cyclodialyses. An analysis was 
made of these cases several months 
later and reported.* Following this 
brilliant exposition, I performed 
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the operation several times for primary glaucoma, 
but with poor results. I use it now only for the 
correction of secondary glaucoma in aphakic 
eyes. In this condition it is the operation of 
choice. 

The principal complications at the time of 
operation are: (1) hemorrhage into the an- 
terior chamber, (2) perforation of the choroid, 
and (3) injury to the endothelium and Decemet’s 
membrane. 

(1) Hemorrhage into the anterior chamber 
may be brisk and serious. The injection of air, as 
recommended by Barkan* and also by Ran- 
dolph> is valuable in its control. Pressure with 
a firmly rolled moist cotton sponge over the 
sclera with the spatula in position, as suggested 
by O’Brien,’ is also useful in checking hemor- 
rhage. 

(2) Perforation of the choroid in making the 
scleral incision should never happen, and if due 
care is taken it will not occur. If the incision 
is made with the “flat” of a knife and slanted 
anteriorly so as to bevel the incision there is 
no danger of perforation. If the spatula is made 
to “hug” the sclera during its passage into the 
anterior chamber it will not tear the choroid. 
In a case in which I injected air, the choroid 
was perforated with the tip of the gold cannula 
and air was injected into the vitreous. Fortu- 
nately no serious damage resulted and after a 
rather long, stormy course the final vision was 
20/25. 


(3) Injury to the endothelium and to Dec- 
emet’s membrane will occur if the tip of the 
spatula is allowed to scrape against the back of 
the cornea. This may produce a permanent 
opacity of that area. To avoid this, the spatula 
should not be thrust too far or too vigorously 
into the anterior chamber. 


Complications occurring after operation are 
few, if any, except for failure to lower the pres- 
sure. This is due to closure of the cleft. The 
avoidance of trauma with the spatula at the 
time of operation, plus the injection of air, 
with positioning of the head postoperatively 
(Barkan*) makes closure of the cleft less fre- 
quent and the operation more often successful. 
The daily use of miotics is also helpful. If 
closure occurs, the operation may be repeated 
in another quadrant, or even at the same site. 
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CYCLODIATHERMY 


I have used diathermy of the ciliary body 
fifteen times, following the technic of Dunphy 
and Albaugh.® Although good results have been 
reported by Stocker’ and others from penetrat- 
ing diathermy I have never employed it, proba- 
bly because of undue fear of causing hemor- 
rhage or sympathetic ophthalmitis. My remarks 
will therefore be confined to the non-perforating 
procedure. 


There are no complications at the time of 
operation except the difficulty of dissecting the 
conjunctival flap in cases which have had numer- 
ous previous operations. The postoperative com- 
plications are the result of: (1) overcoagula- 
tion, and (2) undercoagulation. 


(1) The first two patients upon whom I did 
this operation developed an extreme postopera- 
tive reaction consisting of severe iridocyclitis, 
marked hypotony and cataract formation. An- 
other patient developed a severe reaction with 
corneal clouding below and an albuminous exu- 
date in the anterior chamber, both of which 
cleared in about ten days. The pressure re- 
mained within normal limits. 


(2) Undercoagulation causes no trouble except 
that the pressure is not lowered and the opera- 
tion has to be repeated, at which time the con- 
junctival dissection will be more difficult. I 
have had to repeat the operation upon three 
eyes. The operation has not been confined to 
patients with absolute glaucoma, but has been 
used also in seeing eyes, on which other surgical 
procedures and medications had completely 
failed. In three patients useful vision has been 
preserved. Five operations were complete fail- 
ures, and seven resulted in slight to definite 
improvement. 


SUMMARY AND CONCLUSIONS 


A review has been made of the chief compli- 
cations occurring at the time of operation and 
postoperatively in five of the surgical procedures 
commonly used for the relief of increased intra- 
ocular pressure. The five operations are those 
employed by the writer, namely: (1) iridectomy, 
(2) corneoscleral trephination, (3) iridencleises, 
(4) cyclodialysis, and (5) cyclodiathermy. 

Suggestions have been made for the preven- 
tion of the complications of these operations, 
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and for their cure when possible if they occur. 
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DISCUSSION (Abstract) 


Dr. Kelly Cox, Dallas, Tex—As we know, there are 
many failures in these operations which are not due to 
technical errors. Many of our operations are unneces- 
sarily difficult because of insufficient anesthesia. This 
point is worthy of emphasis. The most unfortunate 
complication is a failure of the operation to reduce 
tension. This, in many instances, is not actually an 
operative complication but rather an ill-chosen opera- 
tion. My own preference for some time has been the 
iridencleisis or the modified Lagrange procedure when 
they are applicable. They have been my preference for 
two reasons: first, the operative technic is fairly simple 
and the postoperative results have been better than 
many other types of operations which I have used. 
Unfortunately, in these cases we are always dealing 
with a sick eye and the reactions are many times un- 
predictable even in the hands of the most skilled 
operator. Another point, which Dr. Lewis has brought 
out, and which I think is worthy of repetition, is that 
the scratch incision, or ab externo incision, permits the 
least likelihood of untoward results. In my own prac- 
tice I preferably classify glaucomas as the narrow angle 
or the wide angle and try to plan the operative pro- 
cedure on this basis being necessarily guided by the 
history as to the length or possible duration of the 
disease. I believe that we have all found this useful 
in avoiding some of the operative mistakes of our 
earlier practice. 


Dr. Conrad Berens, New York, N. Y.—If I were to 
give you a complete account of my failures, we should 
be here a long time. I have had every complication 
and many that apparently Dr. Lewis has not had. I 
have even had an expulsive type of intra-ocular hemor- 
rhage after a preliminary iridectomy in a patient with 
glaucoma and cataract. The hemorrhage occurred five 
days after the operation. I do not know whether vision 
could have been saved if I had punctured the sclera as 
suggested by Verhoeff and attested to by Vail as a good 
procedure. 


Dr. Lewis stressed the possibility of a cataract after 
glaucoma operations. He believes a trephine operation 
leads more often to cataract than does iridosclerectomy. 
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Probably because I have performed more iridosclerec- 
tomies than any other operation, it has been my belief 
that we are more likely to have cataract after this 
procedure. However, the only cataract which I have 
seen develop immediately without lens injury occurred 
following a trephine operation. 

The patient was seen in consultation at Mount Sinai 
Hospital where one of our distinguished surgeons had 
performed a beautiful trephine operation. Within three 
days the patient developed a cataract in his only eye, 
I have also had the same complication within about a 
week after I had performed an iridocorneosclerectomy, 
That is a disturbing thing to have happen in a patient 
with one eye. Even though you warn your patients 
about this danger, I notice they pay little attention to 
what you say. 

For all of these operations we should make a careful 
record of what we tell the patient because they cer- 
tainly can misinterpret what we have told them. 


I do not think Dr. Lewis spoke about the sudden 
loss of the central field. That is one of the saddest 
things. I mentioned this morning a woman who had 
fields down to the fixation point in both eyes. She 
had high tension in both eyes which could not be 
controlled. An iridocorneosclerotomy was _ performed 
upon one eye. She developed an acute attack of glau- 
coma in the other eye and lost the vision of both eyes. 
That is an experience as distressing as expulsive hemor- 
rhage in a patient with one eye. If you have a field 
down to fixation point by concentric contraction or a 
field in which a one millimeter test object at 75 cm. is 
seen close to the fixation point at one point, you usually 
tell the patients or their family that they will probably 
lose about two lines of their vision and possibly more 
than that. I operated upon a woman three years ago 
and told her that she had fields right down to the 
point of fixation and that visual loss was expected. It 
was one of our fortunate cases, which have been rare, 
for we retained her vision and fields, and her vision 
has been the same until this year. This year she is 
claiming that I have ruined her eyesight even though 
only one less line is now seen on the chart. 


Dr. Angus MacLean, Baltimore, Md—1I do not be- 
lieve that a 2 mm. trephine should ever be used on a 
human eye. A 1.5 mm. trephine will permit proper 
placement of the opening between the conjunctivo- 
corneal junction and the base of the iris without neces- 
sitating splitting of the cornea, or inclusion of too 
much of the sclera. In certain cases, I believe a one 
mm. trephine might be better. 

In my experience, late complications from the trephine 
operation have come from placing the trephine opening 
too low in the cornea, thus resulting in a thin bleb and 
late infection. The early complications have come from 
placing the trephine opening too high in the sclera. 
This exposes too much of the ciliary body and not 
enough of the anterior chamber angle, and may lead 
to early closure of the opening and return of the 
glaucoma. Furthermore, there is more danger of trauma 
to the ciliary body in performing the iridectomy, thus 
leading to a higher incidence of postoperative iridocy- 
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clitis. Sympathetic ophthalmia following an iridencleisis 
operation may very well have its origin in trauma to a 
swollen ciliary body from an incision placed too high 
in the sclera. 


Dr. Lewis (closing)—I have not had an expulsive 
hemorrhage in a glaucoma operation, but have had two 
in cataract surgery. 

Dr. Berens discussed the distressing cases that lose 
their remaining vision after a properly performed opera- 
tion. Does the sudden release of pressure cause it and 
if it does, why, and how can we avoid it? I do not 
know the answer. Some patients who have an opera- 
tion that is successful from the standpoint of the 
tension, and have no demonstrable damage to corneal 
endothelium or to the lens, see less clearly than before 
surgery. I have seen this several times, but am unable 
to explain it. 

The placing of the trephine, as emphasized by Dr. 
MacLean, is very important and at times difficult. 
Damage to ciliary processes certainly can occur. 

I think it is a good rule to stay out of the trephine 
opening. 


EPIDERMOLYSIS BULLOSA 
HEREDITARIA* 


By Ropert G. THompson, M.D.* 
CuHar.es L. LEEDHAM, M.D.* 
and 
Howarp Hairy, M.D.§ 
Atlanta, Georgia 


With the advent of World War II, epi- 
dermolysis bullosa, a disease hitherto regarded 
as uncommon and of only minor importance 
from a military medical standpoint, was ob- 
served in soldiers and sailors in increasing 
numbers. Numerous reports have occurred in 
the literature in recent years'-!5 attesting to the 
disabling nature of the disease in laborers and 
military personnel in particular. The disease was 
first recognized as an entity in 1879 by Fox.!* 
Cockayne!S in 1933 summarized the existing 
knowledge of it and since that time numerous 
interesting points in its hereditary transmis- 
sion have been described. Recently, Johnson 


*Read in Section on Dermatology and Syphilology, Southern 
Medical Association, Forty-Second Annual Meeting, Miami, Flor- 
ida, October 25-28, 1948. 

fLieutenant Colonel, Medical Corps, A.U.S. 

tColonel, Medical Corps, A.U.S. 


§Consultant in Dermatology and Syphilology, Oliver General 
Hospital, Augusta, Ga. 
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and Test!® published a case of epidermolysis 
bullosa in a family pedigree of 105 persons, 
of whom 10 men and 10 women suffered from 
recurrent bullae of the hands and feet. 


The disease is an uncommon, peculiar dis- 
order of the skin occurring at birth or in early 
childhood and characterized by the development 
of vesicles and bullae on the skin as a result 
of minor or insignificant trauma. The disease 
is for the most part hereditary, only a few cases 
of the acquired type having been reported. 
Cockayne!S says that the disease is usually 
transmitted as a heterozygous dominant and 
this was true with the cases we are reporting. 


ETIOLOGY AND SYMPTOMS 


The cause of the disease is unknown. Many 
theories as to its causation have been advanced 
but none has been generally accepted. However, 
most observers agree that the process is essen- 
tially an acantholysis at the junction of the 
epidermis and dermis. Deficiency of or defects 
in the elastic tissue of the upper derma have 
been observed frequently enough to be of some 
significance. The disease is classified by most 
observers into two main groups, namely: the 
simple and the dystrophic forms. The simple 
form, which is more common, is characterized 
by the appearance of bullae on exposed por- 
tions of the skin, usually without changes in 
other ectodermal structures such as the teeth, 
hair and nails. In the dystrophic form similar 
bullae appear but are accompanied by changes 
in the epidermal appendages. The dystrophic 
form has been further divided into two types 
based on hereditary transmission, as a domi- 
nant or a recessive characteristic. The dominant 
dystrophic type is intermediate in severity be- 
tween the simple and the recessive dystrophic 
type. Ectodermal changes are generally confined 
to bullae and nail changes, the latter consisting 
of thickening, clawing or complete absence of 
the nails. On the other hand, in the recessive 
dystrophic type, severe abnormalities of all the 
ectodermal structures are evident, lesions of the 
mucous membranes are frequent, and the consti- 
tutional state of the victims is such that they 
seldom attain maturity. 

The simple type of epidermolysis bullosa ap- 
pears early in childhood and is first recognized 
when the child begins to traumatize his exposed 
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skin by crawling, wearing shoes or by the chafing 
of clothing. The degree of trauma requisite for 
the production of bullae is variable but in every 
case is less than that required to produce bullae 
or vesicles in normal individuals. The lesions 
consist of vesicles and bullae of various sizes, 
which develop as a result of even slight pres- 
sure or irritation. They are usually filled with 
serum. The lesions are relatively asymptomatic 
except when secondarily infected or when they 
attain sufficient size to cause pressure within 
the shoes. On those parts of the body which 
are constantly subjected to trauma, light: thin 
scars develop and some atrophy may be noted. 
Hyperhidrosis is an almost constant finding. 
Most individuals with epidermolysis bullosa are 
incapable of performing even the most sedentary 
military occupation. Those who are laborers 
find that steady work is impossible. 


DIAGNOSIS 


Epidermolysis bullosa is to be differentiated 
from dermatitis venenata, fungous infection with 
bullae, bullous drug eruption, pyoderma, ecze- 
matoid dermatitis, impetigo contagiosa, bullous 
Darier’s disease, dermatitis herpetiformis and 
familial benign chronic pemphigus. The diag- 
nosis is made by the occurrence of bullae on 
parts of the body exposed to minimal trauma. 
There is no constitutional reaction and blood and 
urinalysis are generally not helpful. Hyper- 


Fig. 1A 
Soles of feet in Case 1, showing bullae formation. 
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hidrosis is a frequent finding and occasionally 
Nikolsky’s sign can be demonstrated. Porphy- 
rinuria has been reported but is not a constant 
finding. 

The condition is very frequently confused 
with more common skin conditions by those 
unacquainted with its behavior. In 1942 Leider 
and Baer! reported a case in which the disease 
was encountered in a 23-year-old seaman. The 
disease, which had been treated as a fungous 
infection, had not been diagnosed previously in 
this patient even though it had been present as 
long as he could remember. A soldier reported 
by Samitz? in 1943 was treated for nine 
months with a diagnosis of allergic dermatitis 
and pyoderma before the true nature of his 
disease was determined. Other observers have 
reported similar cases in military personnel and, 
in the majority of instances, it became necessary 
to separate the individuals from the service. 


TREATMENT 


Many remedies have been advocated but none 
has been proved to be of real worth. Change 
to more sedentary occupation has been of bene- 
fit to most patients. Pedal defects should be 
corrected and properly fitting shoes are of assist- 
ance. Measures directed toward decreasing the 
hyperhidrosis appear to be worthwhile. 


REPORT OF TWO CASES 


Case 1—T. M., a 17-year-old soldier, was admitted 
to the Dermatology Section, Oliver General Hospital, 


Fig. 1B 
Closer view of heel of same patient. Note hyperpig- 
Lag of skin above lesion which is site of previous 
isters. 


al, 
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December 9, 1947, with a chief complaint of recurrent 
blister formation on exposed portions of the body. This 
condition has been present since early childhood. His 
previous personal history was not pertinent to the skin 
condition described below. 

The patient said that as long as he could remember 


Fig. 2 
Bullae on lateral aspect of second toe in Case 2. 
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he had had attacks of blisters which appeared on any 
portion of the body traumatized, but particularly on the 
hands and feet. The blisters varied in size and extent 
and were directly proportional to the degree of trauma 
received by the exposed part. He had always suffered 
from “moist palms and feet” and recalled that his blis- 
ters were worse in the summer, or at any other time 
when he perspired freely. He was never completely 
disabled since he always stopped indulging in the 
activity responsible for the production of his disease 
before the symptoms became severe. His home was 
situated in Northern Alabama and he had never been 
away from that location for any appreciable length of 
time. Ordinary activities such as playing baseball, 
working in the garden, hill climbing and the like pro- 
duced blisters on his feet and hands much more quickly 
than in his normal associates. The feet were most 
frequently involved due to his wearing shoes. When 
blisters appeared, the substitution of soft bedroom slip- 
pers for the shoes, together with a week of sedentary 
occupation, often served to ameliorate his signs and 
symptoms. Symptoms were limited to pain in the af- 
fected areas when the blisters became very large or 
when they became secondarily infected. 


The familial incidence of the disease in this case is 
known to the patient and an older affected sister as far 
back as the third antecedent generation and in the gen- 
eration following their own. The genetic pattern of 
the disease can be seen in Fig. 3. The patient’s great- 
grandmother on the paternal side had the disease. No 
information is available as to her brothers or sisters 
but one daughter and one son (patient’s grandfather) 
were sirflilarly affected. The patient’s father and one 
aunt (paternal) were known to suffer from the for- 


* Pe. 


Fig. 3 
Family tree. 
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mation of bullae of the skin following trauma. The 
aunt has one female child who is affected and no other 
children. One paternal uncle and three paternal aunts 
had the disease. The fourth of the grandfather’s off- 
spring (patient’s father) was affected and transmitted 
the disease to six of his nine children. The patient has 
three affected nephews and one unaffected niece by his 
eldest affected sister. Two unaffected nephews and 2 
unaffected nieces were born to an older unaffected sis- 
ter. The patient’s remaining brothers and sisters have 
no children. Two of the patient’s older brothers who 
suffered from epidermolysis bullosa were inducted into 
the army and discharged, each with less than one year’s 
service. The family was of Scotch-Irish extraction, and 
there was no history of consanguinity. The members of 
the family had no other developmental defects except 
for the congenital absence of an arm in one of the 
patient’s unaffected nieces. The members of the family 
were of average intelligence. 


On admission the physical findings were negative ex- 
cept for the skin which showed numerous bullae vary- 
ing in diameter from 2-20 mm. involving the heel, the 
soles of the feet over the metatarsal heads, the lateral 
margins of the soles, and between the toes. No lesions 
were detected on points not subject to pressure. The 
bullae were sharply demarcated from the surrounding 
skin and there was no zone of erythema. Various de- 
grees of tension and flaccidity were noted and a few of 
the lesions had become secondarily infected. The fluid 
in the majority of the bullae were serous in nature and 
there were no symptoms associated with these lesions. 
Several small thin atrophic scars were noted on the 
lateral surfaces of the feet and ankles as well as on the 
hands. These were seen over the sites of the previous 
bullae and showed slight hyperpigmentation. There was 
a marked palmar and plantar hyperhidrosis. On bed 
rest the lesions healed rapidly but, upon resumption of 
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activity which involved the wearing of shoes or the 
use of a floor brush about the ward, additional bullae 
appeared. The bullae healed more rapidly when the 
serum was evacuated by sterile puncture. Nikolsky’s 
sign was not elicited on any part of the body. 

Examination of the urine gave negative results on 
several occasions. The reactions to repeated Kahn and 
Wassermann tests for syphilis were negative. Exami- 
nation of the toes for fungus disease gave negative re- 
sults by direct examination and culture. Examination 
of the blood was as follows: white blood cells 11,100, 
red blood cells 5,200,000, hemoglobin 15.6 grams, and 
cifferential count of 66 per cent polymorphonuclear neu- 
trophils, 2 per cent eosinophils, 30 per cent lympho- 
cytes and 2 per cent monocytes. Studies of the urine 
and stools for porphyrins revealed negative findings. 

The bullae were drained under aseptic conditions 
when they became large enough to be painful. No other 
treatment was given except that soft slippers were pro- 
vided instead of shoes. The lesions disappeared spon- 
taneously while the patient was in bed, but reappeared 
in large numbers as a result of his wearing shoes to 
his home on a Christmas furlough. 

A portion of one of the bullae from the great toe of 
the right foot was excised for microscopic examination. 
The following report was rendered: ‘‘The tissue sub- 
mitted for study consists of epidermis and a very thin 
margin of dermis which extends just below the tips of 
the rete pegs. There is a marked hyperkeratosis and 
acanthosis. Within the cell layer of the hyperkeratotic 
area of the stratum corneum is a cyst-like space, the 
walls of which are lined by parakeratotic areas and 
areas in which only the ghost-like outline of the squamos 
epithelium remains. The stratum granulosum is in- 
creased in thickness to an average of 8 cells in depth. 
There is an elongation of the rete pegs which ex- 
tend in an even manner into the underlying corium. 


D- Died in 
Infancy 
Male 
a - Affected 
O- Female 
@- Affected 


Fig. 3A 


Genealogic chart showing five generations affected with epidermolysis bullosa hereditaria. 
females affected. Circles A and B represent father and daugher who were private patients. 


There are eleven males and six 
The question arises whether 


either or all of the four children who died in infancy would have developed the disease had they lived. 
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The papillae are narrow and do not show evidence of any 
marked edema and contain small thin-walled vessels 
which are slightly compressed and about which is an 
occasional lymphocyte. There is no evidence of eosino- 
phils or other inflammatory cells. There is no evidence 
of any inflammatory infiltration throughout any of the 
layers of the epidermis. An elastic tissue stain shows 
no significant change.” 

Case 2—B. S., a female child of 14 months, was first 
observed to have bullae on the feet at the age of six 
months at which time she began wearing shoes and 
crawling. Bullous lesions appeared between the toes 
and about the heel and apparently caused her no dis- 
tress. The disorder would clear up promptly when the 
shoes were discarded and she was prevented from 
traumatizing her feet. Her general health was excel- 
lent and there were no associated defects of the ecto- 
dermal structures. Dentition was proceeding normally. 


Between the second and third toes on the left foot 
was a bulla measuring 10 mm. in diameter and filled 
with serum. Otherwise the examination was normal. 


The patient was a full term normal infant, of spon- 
taneous delivery, and the only child in the family. Her 
position in the family tree is shown in Fig. 3. 


COMMENT 


The cases described are the simple type of 
epidermolysis bullosa. It was deemed worth- 
while to report them in an effort to reempha- 
size the disabling nature of this disease and to 
suggest that physicians examining applicants for 
enlistment, as well as those treating patients for 
the Veterans Administration, keep this condi- 
tion in mind. The disease is apparently not so 
uncommon as once was thought. Greenberg® 
reported finding it in five patients in a series 
of 2,281 new dermatologic patients seen at Camp 
Croft, South Carolina. Mooney? found four 
cases in approximately 1,000 dermatologic con- 
sultations seen in the Navy. The incidence of 
the disease in patients seen by us has been some- 
what lower than these figures. A review of the 
literature reveals that no less than 35 cases were 
reported as occurring in militarized personnel 
during the last war. This probably represents 
only a fraction of the cases actually seen. Two 
older brothers of our Case 1 were discharged 
from the service in 1942-1943, each with less 
than one year’s service. It is almost unbelievable 
that the soldier reported herein should have been 
inducted and passed by his examining medical 
officer since he was aware of his diagnosis and 
says that he informed his examiners of the 
military history of his two brothers. A few perti- 
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nent questions properly put to patients pre- 
senting themselves with recurrent bullous erup- 
tions on the exposed surfaces of the body would 
serve to reveal the proper diagnosis in a large 
per cent of the patients suffering from epi- 
dermolysis bullosa. 


SUMMARY 


Two patients suffering with epidermolysis 
bullosa are presented with a family history which 
reveals that the disease has been present for at 
least five generations. Fifteen members were 
known to be affected, 4 were thought to be 
affected and 8 normal members were discovered. 
The disease appears to be transmitted as a 
heterozygous dominant and was equally divided 
between the sexes. 


The disabling nature of the disease is reem- 


Fig. 4A 
Microscopic section from sole of foot Case 1. Note 
intraepidermal and extremely superficial location of bulla. 


Fig. 4B 
Higher magnification showing epidermis just below bulla. 
Note acanthosis, thick stratum granulosum and lack of 
,edema and inflammation in both epidermis and corium. 
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phasized and physicians are reminded that these 
individuals are entirely unfit for military service. 
No treatment has been found to be generally 
effective. 


The soldier described was given a Certificate 
of Disability for Discharge, as being unfit for 
military duty. 


ADDENDUM 


Since the observation and study of the above reported 
patients, a father and daughter with epidermolysis 
bullosa hereditaria consulted one of the authors (H.H.). 
A study of their family tree elicited the information 
illustrated in the genealogic chart (Fig. 3-A). The 
lesions of the father and daughter were identical as those 
hereinabove described. Therefore, a detailed discussion 
would be only a tiresome repetition. The mother re- 
ported that the child had blisters on the feet only after 
she began to wear shoes. The lesions would disappear 
when she was allowed to go barefooted. 
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DISCUSSION (Abstract) 


Dr. J. Lamar Callaway, Durham, N. C.—Drs. Thomp- 
son, Leedham and Hailey have presented a review of 
the forms, symptoms and pathological characteristics of 
this infrequent dermatosis. Some noteworthy items, 
which may be mentioned and were not covered in their 
presentation, are the pathological differences between 
the dystrophic and the simple form. In the former, 
the bullae are generally more deeply seated and lie 
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between the corium and epidermis. 
simple form are not so deeply seated. In the dystrophic 
form the bullae rise without trauma, while injury is 


generally required to give rise to bullae in the simple 
form. 


The bullae in the 


Frequently reported and not well understood, is the 
presence of dermatographism in both types of epider- 
molysis bullosa. This has given rise to the theory that 
the entity is not due alone to an abnormality of the 
elastic tissue, but possibly to some vascular abnormality 
which permits transudation of fluid from the vascular 
bed to the layers of the skin, which in turn causes a 
separation of the cells with the production of bullae. 

Not mentioned, but also seen frequently, in epi- 
dermolysis bullosa is the formation of milia in and 
about the sites of bullae. We have recently observed 
a case in which this was a prominent feature. 

As in all inherited diseases, the problem arises as to 
what measures are advisable from the preventive stand- 
point. Many patients consult their physicians about the 
advisability of matrimony and the likelihood of having 
normal children. The figures given by Cockayne indi- 
cate that in the families studied the possibilities are 
that approximately one-half of the children from such a 
union will be affected. Certainly with such a disabling 
hereditary -disease the physician would be justified in 
advising against the couple’s having children. 

This paper also poses the problem of dermatologic 
disability in connection with fitness for military service. 
Needless to say the most important causes for unfitness 
for such service are such common diseases as dissemi- 
nated neurodermatitis, severe acne, persistent vesicular 
eruption of the hands and feet, psoriasis, and fungus 
infections. One of the basic errors committed in the 
examination of inductees and enlistees is the poor elicita- 
tion of histories and the improper evaluation of state- 
ments offered by the examinee. Most frequently, state- 
ments volunteered are characterized as an attempt to 
avoid military service rather than honestly to present 
personal facts or family histories which may be of 
value in determination of fitness for service. Often, this 
results in great cost to the government in pensions and 
future hospitalizations. A suggestion to aid in such 
errors would be to require each person applying for 
service or on being inducted to furnish a brief abstract 
of previous health facts compiled by his family physi- 
cian. 

A field which has not been adequately explored in 
treatment of this entity is that of prosthetic appliances. 
It appears that sponge rubber inner liners for ortho- 
pedic shoes, air foam padded gloves, and many other 
devices can be developed through the ingenuity of 
prosthetic specialists and may be valuable in rehabili- 
tating these patients. 

It must be remembered that although the parent or 
grandparent of a patient with a suspected hereditary 
disease may be free, this factor does not necessarily 

mitigate against the disease in question being heredi- 
tary. Often as many as four or five generations may 
pass without the development of the specific hereditary 
trait which, when it develops, is quite characteristic. 
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Dr. Francis Ellis, Baltimore, Md.—lIn regard to the 
vesicles in familial benign chronic pemphigus, or by 
whatever name this disease may be called (which Sachs 
attempted to put under epidermolysis bullosa “Epider- 
molysis Bullosa, A Recently Described Variant,” Archives 
of Dermatology and Syphilology, volume 55, page 91, 
January 1947) the vesicle usually has a row of basal 
cells at its base, whereas in our slides from epidermolysis 
bullosa, we found that the blister is usually at the dermal- 
epidermal junction. If I saw the photomicrographs cor- 
rectly, a blister in the slide shown, seemed to be very 
deep in the cutis. I never saw the vesicle so deep as this 
before in either disease and I should like to ask Dr. 
Hailey whether he thinks it usually occurs below the 
dermal-epidermal junction. 


Dr. J. G. Thompson, Jackson, Miss—I should like 
to mention two cases of epidermolysis bullosa in two 
sisters, white women. One had a severe type in which 
she had lost practically all of her fingernails and her 
fingers were scarred. She had numerous other scars. 
She had not married. She was the elder sister. 

The younger sister had a mild type and occasionally 
got a bulla. She had married and had a family; there 
were three or four children, and none of the children 
showed any evidence of epidermolysis bullosa. 

The older sister was treated more than once in the 
hospital. She got along very well for five or six months 
after leaving the hospital, and then she began to develop 
an anemia. The anemia did not seem to have anything 
to do with the condition we are discussing here, but 
she developed ulcers in the pyodermic areas and had 
to come back to the hospital to be treated again. 

Another interesting fact in the elder sister was that 
somebody thought she had congenital syphilis, so she 
had been treated at odd intervals for six years for 
congenital syphilis prior to the time I saw her in the 
hospital for the first time. 


Dr. Martin F. Engman, Jr., St. Louis, Mo—This dis- 
ease is, of course, extremely rare, but we have ob- 
served quite a number of cases in St. Louis. Near us is 
the Ozark country where, since there are more primi- 
tive, isolated communities, there is probably a good deal 
of intermarriage with blood relatives, which may bring 
out recessive characteristics in greater number. 

In 1923 or ’24, Engman, Sr., was the first to show, 
in the changes of the elastic tissue, an epidermolysis 
bullosa. I would remind you that he studied not only 
sections of the lesions of the disease, but also sections 
of normal skin in the same individual. He found the 
same changes in the normal skin that were present in 
the lesions. It still seems probable that these changes 
are the cause of the disease. 


Dr. Hailey (closing)—The dystrophic type of epi- 
dermolysis bullosa was purposely not included in this 
presentation. 


In answering Dr. Ellis’ question as to the depth of 
the bullae, it has been my observation that in familial 
benign chronic pemphigus the bullae always are intra- 
epithelial whereas the bullae in the simple type of 
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epidermolysis bullosa are intra-epithelial or are at the 
dermal-epidermal junction. Of course, this is not true 
in the dystrophic type of epidermolysis bullosa as 
proved by subsequent scarring due to damage of the 
derma. 

Many interesting and sometimes very instructive 
dermatological conditions or diseases are encountered in 
the governmental hospitals. Physicians in the armed 
forces who are interested in dermatology and are also 
interested in becoming certified by the American Board 
should be given credit for the work they are now doing. 
It is a question as to whether the pendulum has not 
swung too far on the side of formal training. 


CORRELATIVE STUDIES OF TESTICULAR 
DYSFUNCTION* 


By Jack Hyman, M.D. 
Mobile, Alabama 


The procreative and hormonal activities of the 
human testicles continue to present a variety of 
problems which defy solution. The integration 
of information constantly being obtained in 
many laboratories actively engaged in studying 
numerous aspects of these problems will ulti- 
mately bring forth a clear and valid concept of 
testicular activity. 

The principle method of evaluating the exo- 
crine function of the testes, that is, spermato- 
genesis, remains the semen analysis. However, 
spermatogenic failure is frequently associated 
with androgenic failure either on the basis of 
intrinsic testicular pathology or on the basis of 
pituitary dysfunction, and clinical evaluation of 
total testicular function becomes of interest. 
Segaloff! has described six types of testicular 
dysfunction based on either pituitary or testicu- 
lar failure. Testicular failure may be sperma- 
togenic, androgenic, or both; pituitary failure 
may be for the follicle stimulating hormone, 
luteinizing hormone, or both. Accurate diagnosis 
of these types depends, for the most part, on 
semen studies, testicular biopsy and urinary hor- 
mone assays. Several of these types of dysfunc- 

tion have been grouped into well recognized syn- 
dromes; however, before reviewing the criteria 


*Received for publication March 19, 1949. 

*Abridgement of thesis submitted to the Graduate School of 
Tulane University in partial fulfillment of the requirements for 
the degree of Master of Science. 

*Studies completed while Assistant in Urology, Ochsner Clinic, 
New Orleans, La. 
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for these separate syndromes, it might be well 
to discuss the application and implications of 
testicular biopsy and urinary hormone deter- 
minations in the diagnosis of testicular dysfunc- 
tion. 

Biopsy of the testes as a method of studying 
male sterility was introduced largely through the 
work of Charny’ to supplement aspiration of 
the testes as advocated by Huhner.’ Testicular 
biopsy having the obvious advantage of studying 
the histology of the orchid, soon became an 
integral part of the investigation of azoospermia 
and marked oligospermia. The principal objec- 
tion voiced at its introduction and echoed again 
recently by Walker* was that the biopsy did 
not represent the picture of the whole testis. 
Charny’ asserts that sections of different por- 
tions of the testes show the same pathology and 
points out that in 87 per cent of his cases of 
oligospermia, the semen examination and biopsy 
were correlated. 

Engle> has recently summarized the various 
types of pathology encountered in testicular bi- 
opsies. He has designated changes associated 
with fibrous atrophy as progressive tubular fi- 
brosis. In young men, the lesion involves the 
tunica propria and basement membrane of the 
semeniferous tubules. These become thickened 
due to lamination and hyalinization of the col- 
lagenous fibers. The tubular lesion appears to 
be similar to that seen in Klinefelter’s syndrome.°® 
In tubules progressing to complete fibrosis, no 
remaining epithelium is seen; while, in lesser de- 
grees of fibrosis, only Sertoli’s cells or occasional 
spermatogenesis may be apparent. Charny’ de- 
scribes a similar lesion as peritubular fibrosis and 
believes it to represent the end stage of inflam- 
matory or severe degenerative processes. Engle 
can find no known cause for this type of fibrosis, 
but excludes an endocrine or nutritional origin. 

Intratubular lesions have been designated as 
germinal aplasia. The lesion reveals almost com- 
plete absence of germinal cells with only Sertoli’s 
cells apparent, without hyaline or fibrous thick- 
ening of the basement membrane or tunica 
propria. Etiology is undetermined in Engle’s 
cases. Arrest of spermatogenesis at the primary 
spermatocyte forms the second group, and here 
again, hyalinization or peritubular fibrosis is ab- 
sent. Engle finds no evidence of hypopituitarism 
in this group. Charny’ describes a similar intra- 
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tubular lesion which he believes to be the effect 
of an insufficiency of pituitary gonadotropin. 
All three of the foregoing lesions are associated 
with azoospermia. 

The testicular biopsy in oligospermia presents 
a variable picture. In general, Engle asserts, 
his impression is that sperm production is re- 
duced with otherwise normal appearing tubules, 
He also described premature separation of sper- 
matids from Sertoli’s cells, abnormalities of cell 
division and spermatid formation, which he be- 
lieves play a role in oligospermia. Early pro- 
gressive tubular fibrosis and partial spermato- 
genic arrest are encountered at times as the prin- 
cipal lesion in the sections of the biopsy. 


Testicular biopsy has unfortunately been of 
much less assistance in evaluating androgenic 
failure. Goldzieher and Hamblen’ very ade- 
quately summarize the present status of the 
histopathology of androgenic failure. They em- 
phasize that there are no specific histochemical 
technics for measurement of hormone produc- 
tion in the Leydig’s cells. The appearance of 
Leydig’s cells using a variety of special stains is 
not too informative. Condensation and hyper- 
plasia of the Leydig’s cells are encountered and 
are associated with tubular atrophy. The simple 
differentiation of condensation from hyperplasia 
depends upon the lack of intermedullary stroma 
and peripheral compression of adjacent stroma 
and parenchyme associated with the latter. The 
complex intracellular histology of the Leydig’s 
cells has been reviewed by Nelson and Heller® 
as well as by Goldzieher and Hamblen’ and will 
not be described in this discussion. 


Assays and determinations of urinary excre- 
tion of hormones and hormone products have 
come to assume invaluable diagnostic and prog- 
nostic import in studies of testicular dysfunc- 
tion. 


Androsterone, the metabolic product of testos- 
terone, is a 17-ketosteroid and can be measured 
in the urine as such. Adrenal sterols are also 
excreted as 17-ketosteroids so that approxi- 
mately fifty per cent of the 17-ketosteroid excre- 
tion consists of androgenically inactive 3 alpha 
OH actiocholanone. This may not in part ac- 
count for the reported lack of correlation be- 
tween clinical signs of androgenic deficiency and 
the quantitative 17-ketosteroid excretion.” The 
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significance of the determination lies in whether 
it is within normal range or extremely low. 
Bio-assay of urinary androgen would seem to 
be more informative as far as the testis is con- 
cerned. However, correlative studies are not 
presently available for comparison. 


The small amounts of genadotropin in the 
urine makes it practically impossible to assay 
follicle stimulating hormone and luteinizing hor- 
mone as such, and makes for some inadequacy 
in accurate estimation of pituitary activity. In 
hypopituitarism, urinary gonadotropines are ab- 
sent or extremely low. In testicular failure, 
urinary gonadotropines are usually high. In 
eunuchoidism, associated with normal gonado- 
tropines, administration of chorionic gonado- 
tropines (LH) brings about an increase in the 
17-ketosteroid excretion, indicating luteinizing 
hormone failure,? and the presence of poten- 
tially normal functioning Leydig’s cells. 


Clinical studies of patients with testicular 
failure have resulted in several syndromes de- 
scribed by different groups of investigators who 
have applied the basic concept and methods 
outlined above. 


In 1943, Heller, Nelson, and Roth!° described 
a syndrome which they designated functional 
prepubital castration. The testes were absent 
in those patients and only wolffian duct struc- 
tures were found on scrotal exploration. Gyne- 
comastia was present in half of the cases and 
a eunuchoid skeleton present in some of the 
patients. Gonadotropin was found to be in- 
creased in the urine; 17-ketosteroid excretion 
was normal or low normal and failed to increase 
after treatment with chorionic gonadotropin. 
It was felt that the absence of testes was either 
congenital or due to prepubital atrophy. The 
cases responded very well to testosterone. 


In 1942, Klinefelter, Reifenstein and Albright® 
described a syndrome characterized by gyneco- 
mastia, aspermatogenesis, with normal Leydig 
cell function and increased excretion of follicle 
stimulating hormone. Testicular biopsy showed 
hyalinization of semeniferous tubules with no 
peritubular fibrosis. Less advanced lesions 
showed hyalinization of the basement membrane 
and tunica propria of the tubules with impaired 
spermatogenesis. There was a relative increase 
in interstitial cells. 
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Heller and Nelson!! in 1945 expanded the 
syndrome to include patients showing no gyne- 
comastia and reduced Leydig cell function. 
There was a constant azoospermia in their 
group, testicular biopsy revealing the similar 
hyalinization of basement membrane of the 
tubules with only Sertoli’s cells present. They 
were not able to find any correlation between 
the height of the urinary gonadotropin, histo- 
logic appearance of the Leydig’s cells, clinical 
evidence of androgenic failure or the 17-ketos- 
teroid excretion. 


Del Castillo et alii!? last year described what 
they considered to be a different syndrome which 
possessed all of the features of the aforemen- 
tioned cases except for normal tubular basement 
membranes and only Sertoli’s cells in the tubules. 
Hypoleydigism was absent; 17-ketosteroid excre- 
tion was normal or decreased; follicle stimulat- 
ing hormone excretion was normal. One has the 
impression, however, that these patients fall into 
the same general category as the Klinefelter, 
Albright and Heller syndrome. 


Goldzieher and Hamblen’ have recently re- 
ported 8 cases of testicular failure with a critical 
review of each case in an effort to correlate 
clinical and laboratory findings. They found 
no quantitative correlation between the elevation 
of gonadotropic excretion and 17-ketosteroid out- 
put. Clinical evidence of hyoandrogenism failed 
to correlate with 17-ketosteroid excretion and 
the histology of the Leydig’s cells at testicular 
biopsy. In short, they concluded that the eight 
cases illustrated “notable discrepancies between 
clinical evidence of androgenic activity, urinary 
hormone excretion and testicular histology.” 


ILLUSTRATIVE CASE 


The following case report illustrates the type 
of investigation required to evaluate an indi- 
vidual with obvious gonadal dysfunction. 


A 34-year-old male was seen in conjunction with the 
Department of Endocrinology. The patient had orig- 
inally been seen in October, 1947, at Charity Hospital 
in New Orleans, where he was being hospitalized on 
the Tulane Orthopedic Service for a fracture of the 
femur with non-union. The patient was obviously 
eunuchoid in stature, had slight gynecomastia» prepu- 
bescent external genitalia, and scant axillary and pubic 
hair. Puberty had never occurred. Ejaculations had 
not been possible. The patient said he had a brother 
with the same characteristics; a third male sibling was 
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Fig. t 
Pretreatment testicular biopsy, Leydig cells absent. 


Fig. 2 


and is still in the army and presumably normal. The 
17-ketosteroid excretion varied from 5.4 to 6.8 mg. in 
.24 hours. The excretion of gonadotropin in 24 hours 
-was less than 6.6 mouse units. The excretion of androgen 
in 24 hours was 0.85 mg. of androsterone. A testicular 
biopsy was done (Fig. 1) and immature semeniferous 
‘tubules filled with undifferentiated cells were found. 
“There was no thickening or hyalinization of the base- 
‘ment membrane, or peritubular fibrosis. Leydig cells 
were not seen in the interstitial spaces. The patient was 
given large doses of chorionic gonadotropin (1000 inter- 
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national units daily), and the 17-ketos- 
teroid excretion has recently risen to 
12.5 mg. in 24 hours. The penis and 
testes have increased in size. The patient 
has begun to have ejaculations. A re- 
cently examined ejaculate consisting of 
1 cc. of semen did not contain sperma- 
tozoa. After six months of treatment, a 
second testicular biopsy was done (Fig, 
2). The remarkable demonstration of 
Leydig’s cells where none were before 
was seen in these sections. The cells had 
less than the normal cytoplasm, but con- 
tained secretory granules. They ap- 
peared to be changing, with a tendency 
to differentiation of the cells, which 
were completely undifferentiated in the 
previous biopsy. 

This case apparently represents 
one of hypopituitary eunuchoid- 
ism. Pituitary hypofunction is evi- 
denced by the very low excretion 
of gonadotropin. The 17-ketos- 
teroid excretion was low normal; 
however, the very low excretion 
of androgen correlates much bet- 
ter with the clinical manifestations 
of hypoleydigism and the absence 
of Leydig’s cells in the initial tes- 
ticular biopsy. The clinical re- 
sponse to luteinizing hormone 
along with the increased excretion 
of 17-ketosteroids correlates beau- 
tifully with the appearance of Ley- 
dig’s cells in the post-treatment 
biopsy. The apparent transition of 
interstitial fibroblasts to secretory 
Leydig’s cells is of further interest 
and significance. 


SUMMARY 


(1) Testicular dysfunction and 
its manifestations in several syn- 
dromes have been reviewed and 


Post-treatment biopsy, Leydig cells and tubules differentiating. discussed. 


(2) Methods of study have been evaluated. 
(3) An illustrative case has been presented. 
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GANGRENE OF THE PENIS FOLLOWING 
CIRCUMCISION WITH HIGH 
FREQUENCY CURRENT* 


PLASTIC RECONSTRUCTION OF THE PENIS 


By G. Hama, M.D. 
and 
FRANK F. KAnTHAK, M.D. 
Atlanta, Georgia 


Circumcision is usually regarded as a simple 
operation associated with relatively few compli- 
cations. Occasionally postoperative hemorrhage 
or infection occurs at the operative site but, in 
general, few complications of note follow this 
commonly performed procedure. In the past 
year, however, we have seen two cases of gan- 
grene of the penis in newborn infants following 
circumcision for which a high frequency cutting 
current was utilized. In each instance the pro- 
cedure was done by the physician in this way 
for the first time and had been utilized in the 
hope that a simple, hemostatic method of cir- 


*Received for publication April 2, 1949. 
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cumcision would result. Each of these cases was 
attended by more or less complete sloughing of 
the external portion of the penis resulting, on 
spontaneous healing, in a flat smooth area of 
skin continuous with the scrotum on which no 
evidence of penile projection was present. In 
each of these cases a satisfactory penis was re- 
constructed by a method to be described. 


Reconstruction of the penis following loss of 
the shaft has not demanded a great deal of 
attention. Bogoras! was apparently the first one 
to reconstruct the penile shaft using a tube 
pedicle graft with a cartilaginous insert. The 
later work of Frumpkin? reported from Russia 
during World War II was adopted on Bogoras” 
procedure. Here again, the penile shaft was re- 
constructed utilizing a tubed pedicle flap for 
organ replacement with a urethra constructed 
within the tubed pedicle for excretion. Rigidity 
of the newly constructed organ was given by the 
implantation of one or more pieces of costal 
cartilage into the tubed flap. That the organ 
so constructed varies considerably in anatomic 
and physiologic requirements from a normal 
penis is obvious, but favorable reports on the 
appearance and function of such an organ have 
appeared.* Blum‘ reported the reconstruction of 
the shaft of the penis by exposing and dividing 
the urethro-rectal fascia thereby advancing the 
bulbous urethra forward and fixing it in this 
position by suturing. A further elongation of 
the shaft was attained by dissecting the left 
corpus cavernosum penis from its insertion at 
the pubic bone. It was completely mobilized 
and rotated 180 degrees, placed behind the 
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corpus cavernosum urethrae and sutured there. 
These procedures resulted in an elongation of 
the shaft by about 8 cm. The skin covering 
for the new shaft was obtained by flaps partly 
from the scrotum and partly from the mons 
veneris. On final healing it is stated the penis 
measured 10 to 12 cm. in erection and functioned 
satisfactorily for coitus. 
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In the two cases of loss of the shaft of the 
penis to be reported here, the penis has been 
reconstructed utilizing the remains of the corpora 
cavernosa penis and the corpus cavernosum 
urethrae with its enclosed urethra. This has 
resulted in a reconstruction of the lost portion 
by a simple and effective means. At operation 
a meatotomy of the constricted urethral open- 


Fig. 4 
Loss of the penile shaft with retraction of the penile stump beneath the scrotum, following circumcision with the high- 


frequency current. 


Fig. 5 
Postoperative repair achieved by placing a free skin graft 
about the newly mobilized penile shaft. 


Fig. 6 
Case 2.-—Preoperative loss similar to that of patient in 
Fig. 4. Appearance of penis approximately one year 
after operation. 
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ing above the scrotum was made and a catheter 
introduced into the bladder as a guide (Fig. 1). 
A circular incision was made about the urethral 
orifice approximately 1.5 cm. in diameter and 
this incision was deepened until the bases of the 
corpora cavernosa were uncovered and dissected 
sufficiently to be brought outward (Fig. 2). The 
abdominal skin was then sutured to the base of 
the newly exteriorized penis and a split skin 
graft from the medial surface of one thigh was 
wrapped about the raw shaft of the penis and 
sutured in position with fine silk. A pressure 
dressing was tied over the graft and the area 
was dressed with a catheter in situ (Fig. 3). 
On the fifth postoperative day the dressing was 
removed. The skin graft had taken nicely and 
the sutures and catheter were removed. Com- 
plete healing proceeded without event, thereby 
producing a penis of approximately normal size 
and caliber and with the exception of a glans, of 
quite normal appearance (Figs. 4, 5, and 6). 
This procedure is to be recommended for its rela- 
tive simplicity and the fact that the penis can 
be constructed in one operation. The resultant 
organ is more nearly normal in appearance and 
probably function. 


SUMMARY AND CONCLUSIONS 


The use of high frequency current is contra- 
indicated for circumcision. Two cases have been 
seen in which the external shaft of the penis 
has sloughed following circumcision by this 
method. 


Repair of the penis utilizing the remains of 
the penile stump by exteriorizing the deep por- 
tions of the corpora cavernosa and covering the 
newly formed shaft with a free skin graft pro- 
vides a direct approach and a penis composed 
of more physiologically normal elements than 
is otherwise possible. 
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SERIAL NEEDLE BIOPSY IN THE STUDY 
OF HEPATIC DISEASE* 


By Jerome S. Levy, M.D.* 
E. Ltoyp Witsur, M.D.? 
GeorcE Boza.is, M.D.§ 
RoBert BurGER, M.D.** 
and 
CHARLES BEESON, M.D.*** 
Little Rock, Arkansas 


Progress in the study of disease of the liver 
has been stimulated in the last ten years by 
three important factors. We have been given 
more hope in treating advanced, and even early, 
cirrhosis of the liver by the observations of 
Patek and his associates! on the beneficial effects 
of a high protein diet. Another factor has been 
the opportunity to study a large number of cases 
of infectious hepatitis which occurred during the 
war years and the excellent supervision of the 
study made possible by the Armed Forces with 
follow-up through the Veterans Administration. 
A third and very important factor has been the 
popularization of needle biopsy of the liver fol- 
lowing the noteworthy contribution of Iverson 
and Roholm.? This procedure has proved to be 
safe and has yielded important information, 
making possible an understanding of the early 
lesions of the liver which can and often do 
progress into an advanced cirrhosis. It has been 
shown that cirrhosis can result from different 
causes. Among these are the nutritional defi- 
ciency associated with chronic alcoholism, pel- 
lagra, and various other pathological states. In- 
fectious hepatitis and homologous serum hepa- 
titis also have been shown to become chronic 
and progress into a cirrhosis. 


*Read in Section on Gastroenterology, Symposium on Diseases 
of the Liver, Scuthern Medical Association, Forty-Second Annual 
Meeting, Miami, Florida, October 25-28, 1948 

*Research Paper No. 878, ‘Journal Series,” University of 
Arkansas School of Medicine. 

*Published with permission of the Chief Medical Director, 
Department of Medicine and Surgery, Veterans Administration, 
who no ibility for the opinions expressed or con- 
clusions drawn by the authors. 

Professor of Medicine, University of Arkansas School of Medi- 
cine, Little Rock. 

tChief, Pathological Services, Veterans Hospital, North Little 
Rock. 


§Formerly Chief of Medicine, Veterans Hospital, North Little 
Rock. 


** Assistant Chief, Pathological Services, Veterans Hospital, North 
Little Rock. 
***Resident in Medicine, University Hospital, Little Rock. 
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The data offered in this discussion represent 
a case in each of three groups, namely: one of 
cirrhosis associated with chronic alcoholism and 
dietary deficiency; one of infectious hepatitis; 
and one of homologous serum jaundice. At the 
University of Arkansas Hospital in Little Rock, 
and the Veterans Administration Hospital in 
North Little Rock, we have studied our cases 
of liver disease by means of needle biopsy of 
the liver as well as the usual laboratory tests. 


The technic of this procedure has been amply 
described in the literature and will not be re- 
peated here. We have used either the Vim- 
Silverman or the Franceen needle. There have 
been 55 biopsies in 38 patients. The anterior 
approach was used in all but three cases and in 
only those with an enlarged, palpable liver. We 
have not had any deaths although there was one 
serious hemorrhage necessitating emergency 
surgical intervention. In addition to the 55 suc- 
cessful biopsies, we have had 5 unsuccessful ones 
in which we did not get satisfactory specimens 
for study. In order to follow the changes in the 
liver, multiple biopsies were done on 13 patients. 
One had as many as six. This study has un- 
folded to us an interesting demonstration of the 
dynamic changes occurring in the diseased liver. 


Case 1—A colored man, age 57, first entered the hos- 
pital on March 4, 1947. He was a chronic alcoholic with 
a history of inadequate diet even when not drinking 
very heavily. He presented the picture of hepatic de- 
compensation with marked ascites. He improved clinic- 
ally on a regimen of bed rest and a diet consisting of 
200 grams protein, 350 grams carbohydrate, and 80 
grams fat. Insufficient tissue was obtained at the first 
needle biopsy. He was discharged after five months of 
hospitalization, well compensated and with instructions 
as to diet. He failed to observe the diet and returned 
to his daily consumption of one quart of wine supple- 
mented by whiskey and beer. He re-entered the hos- 
pital a month later again in hepatic decompensation. The 
liver was 5-7 cm. below the costal margin. A needle 
biopsy on September 18, 1947 (Fig. 1, 1a) was success- 
fully done. This specimen was poorly preserved. At 
the time of examination the lobules appeared smaller 
than one usually sees, with some thickening of the 
intervening connective tissue septa. The cellular out- 
lines and structures of the parenchymal cells were indis- 
tinct. In the mass of cells comprising the lobules there 
were many small vacuoles. The connective tissue showed 
a moderately heavy infiltration of mononuclear cells. 
Liver function tests were abnormal, but no attempt was 
made to correlate these with the histology seen during 
this study. 


The same plan of treatment as during previous entry 
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was carried out with marked clinical improvement. The 
liver function tests also evidenced improvement. An- 
other needle biopsy was done on October 10, 1947 
(Fig. 1, 1b and 1c). The liver appeared well organized, 
Numerous cells were vacuolated and most of the other 
cells showed a loose cytoplasm such as is associated with 
protein deficiency. There was some evidence of regen- 
eration in that some cells were binucleated, others hay- 
ing large nuclei which were apparently expanding, 
There was a very slight increase in fibrous connective 
tissue in the portal areas with a slight mononuclear 
cell infiltration. This mononuclear cell infiltration was 
patchy. 

The patient was discharged on October 15, 1947, only 
to return on November 5, 1947, again in hepatic decom- 
pensation with extreme ascites. He again had failed to 
eat properly and had imbibed large amounts of wine, 
whiskey and beer. He said that his diet was mostly 
blackeyed peas and meat skins. His abdomen began to 
swell three days before admission. The bromsulphalein 
retention was 16 per cent in 45 minutes; the cephalin 
flocculation negative in 24 hours and 1 plus in 48 
hours. The needle biopsy showed (Fig. 1, 1d) a large 
amount of fat in the liver cells with little cytoplasm. 
If a protein deficiency existed at this time, its evi- 
dence was obscured by the large amount of fat present. 
There was no evidence of regeneration. There was a 
marked increase in the connective tissue which ap- 
peared to have grown rapidly, enclosing the individual 
liver lobules. This connective tissue appeared young 
and mildly infiltrated with mononuclear cells. He again 
showed a good clinical response and another biopsy 
was done on November 26 (Fig. 2, 1e). This showed a 
marked change. Very little fat was seen in the liver 
cells. The loose cytoplasm associated with protein loss 
was present. (Studies were not made to determine the 
amount of glycogen in the liver cells.) There was some 
evidence of regeneration. Only a small amount of con- 
nective tissue was seen and this showed very little infil- 
tration of mononuclear cells. The demarcation of the 
lobules by the increase in connective tissue was not 
sharp in these sections. 


The clinical progress was one of constant improve- 
ment although the cephalin flocculation remained posi- 
tive and the bromsulphalein retention varied from nor- 
mal to 16 per cent. On December 17 another biopsy 
(Fig. 2, 1f and 1g) again showed an increase in the 
amount of fat present. Most of the hepatic cells were 
filled with fat and any other changes in the cytoplasm 
were obliterated by the large fat vacuoles. Very little 
liver parenchyma was found in this biopsy and that 
present was in small groups of cells, completely sur- 
rounded by heavy bands of mature fibrous tissue which 
showed very little mononuclear cell infiltration. 


His clinical condition continued to improve. The 
cephalin flocculation remained positive, the albumin- 
globulin ratio remained reversed, with a minimal 
amount of fluid in the abdomen. The last biopsy was 
on January 21, 1948 (Fig. 2, 1h). Few fat vacuoles 
were seen. The cytoplasm of the hepatic cells was 
very loose and granular, and corresponded closely with 
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that seen with heavy protein loss. Very little evi- 
dence of regeneration was found. The perilobular con- 
nective tissue which previously had occurred in wide 
bands was still present but now in thin bands. There 
was considerable increase in the mononuclear cell infil- 
tration in the connective tissue. The patient left the 
hospital on February 3, 1948, only to again return in 
two weeks under the same circumstances as before. He 
developed a strangulated umbilical hernia from which 
he died after an emergency operation. Autopsy con- 
firmed the diagnosis of Laennec’s cirrhosis of the liver. 
It appears from these biopsy sections that one 
of two things is true, or possibly both may exist 
at the same time. On two occasions, namely, 
September 18, 1947, and December 17, 1947, 
there was evidence of an advanced cirrhosis of 
the liver with heavy connective tissue prolifera- 
tion. This situation is usually considered to be 
irreversible and yet after each of these episodes 
cirrhotic changes appeared to regress to a point 


Fig. 1 


(la) Portion of section showing a small lobule with mononuclear cell infiltration in surrounding connective tissue. 
(1b) Part of section of second biopsy demonstrating vacuoles in the liver cells and the loose cytoplasm associated with 


protein deficiency. 


(1c) High power of liver cells from 16 showing detail of the loose cytoplasm. : 
(1d) Third biopsy showing a marked fatty change obliterating the cytoplasm of the liver cells. 
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where, although a diagnosis of cirrhosis could 
still be made, the condition appeared to be heal- 
ing or disappearing. 

The fact that the patient could not be con- 
trolled at all times, the fact that he would leave 
the hospital and eat an inadequate diet, caused 
the picture to revert to one of advanced cirrhosis. 
Had the patient not been out of control at these 
times, it seems possible from the tissue findings 
that at some time in its course the cirrhosis 
might have been reversible or at least it would 
have been amenable to treatment so that its 
progress could have been arrested in a greatly 
improved state. 

The other factor considered in dealing with 
these apparent discrepancies is that cirrhosis of 
the liver, although a diffuse disease, is not pres- 
ent to the same degree in all areas at the same 
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time. Therefore, the liver biopsy may have been 
giving us a false impression at any time in this 
series. Also, the contraction of the fibrous tissue 
or the restoration of the liver lobule to normal 
or near normal by regenerating hepatic cells with 
resulting compression of the fibrous bands may 
give an impression of reduction in the amount 
of scar tissue. However, the bands of fibrous 
tissue at these times did not appear to be more 
dense or compressed. This suggests that there 
was actually some reversing of the process. 
Sellers’ has reported similar observations in his 
animal experiments. If this is the case, then the 
scar tissue as seen in cirrhosis of the liver is more 
labile than we have previously thought. 

Case 2—A white man, age 58, gave a history of onset 
in February, 1947, of a period of malaise, fever, gen- 
eralized aching, and after two weeks a deep jaundice. 
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His jaundice fluctuated and his febrile reaction disap. 
peared. When first seen by us in May, 1947, he was 
still icteric, with a liver 7 cm. below the costal margin. 
Laboratory studies revealed a leukopenia, a mild hypo- 
chromic anemia and normal liver function tests except 
that there was a reversal of the albumin-globulin ratio. 
Needle biopsy of the liver (Fig. 3, 2a) showed a mod- 
erate protein loss as evidenced by some looseness and 
granularity of the cytoplasm in the parenchymal cells. 
Many cells were binucleated and others had swollen 
nuclei, features considered to be evidence of regeneration. 
His clinical response was good and he was discharged 
from the hospital with the diagnosis of a subsiding infec- 
tious hepatitis. 

He returned on August 13 with a definite ascites and 
his liver was enlarged to 3 cm. below the costal margin. 
The serum bilirubin was 3.3 mg. Thymol turbidity 
was positive. A second needle biopsy (Fig. 3, 3b) 
showed changes in the hepatic cells very similar to those 
in May. There was the same evidence of protein loss 
and regeneration of hepatic tissue with some disorgani- 


Fig. 2 


(le) Fourth biopsy. There is less fat in the liver cells and some evidence of regeneration. 


band in lower edge of section. 


Note portion of fibrous 


(1f) Fifth biopsy. There was more fat in the liver cells than in the preceding biopsy. The liver lobules were small 


with wide bands of connective tissue surrounding them. 


(1g) High power of 1f. Demonstrates the detail of the pa-enchymal cells. 
(1h) Sixth biopsy. There is less fat in the liver cells. Fibrous band is smaller than in previous sections but contains 


much more mononuclear cell infiltration. 
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zation of the cords. There was a slight increase of 
connective tissue in the portal areas. A heavy band of 
connective tissue was found at one point. This may 
have been part of scar but could also have been from 
one of the larger septa. 

He did not respond to the usual medical manage- 
ment as did the previous case. Ascites increased. A third 
biopsy was done September 30, 1947 (Fig. 3, 2c and 
2d). At this time the hepatic parenchymal cells showed 
little evidence of protein loss. The cytoplasm was much 
smoother than in the preceding biopsies, although the 
cord architecture remained disorganized. There was 
some increase in connective tissue with some evidence 
of regeneration in the liver cells. This condition ap- 
peared to be progressing toward a portal cirrhosis. 


In this case we have consistent evidence of 
regeneration which appears to be present regard- 
less of the state of the liver. At no time did 
we have the marked fatty changes in the liver 
as in the preceding patient nor did the condi- 
tion appear to be as labile and as frequently 
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reversed as in the preceding case. There did 
seem to be a steady progression toward portal 
cirrhosis. However, the histological picture did 
not indicate such severe and serious illness as 
was shown by the rapidly progressive clinical 
course. It is difficult at times to explain the 
mildness or the severity by the histologic pic- 
ture. This patient died later at his home and his 
home town physician reported that the case was 
characteristic of portal cirrhosis although no 
autopsy was obtained. 


Case 3.—A white man, age 46, was operated upon 
in October, 1947, for recurrence of a mixed tumor of 
the parotid gland. He received several transfusions of 
whole blood as well as plasma. In January, 1948, he 
developed nausea, vomiting, malaise, fever and jaundice. 
On entry into the University Hospital January 22 he 
was acutely ill, deeply jaundiced, with his liver 3-5 cm. 
below the costal margin and the spleen palpable. A 
clinical diagnosis of homologous serum hepatitis was 


* 


« 


Fig. 3 
(2a) First biopsy, Case 2, shows variation in size of nuclei and focal accumulations of cellular reaction. 
(2b) Second biopsy demonstrates the disorganization of the liver cords and evidence of regeneration. 
(2c) Third biopsy. There is a thick band of connective tissue in the upper left portion of the field. The parenchymal 


cytoplasm is smoother than in the preceding biopsy. 


(2d) High power showing detail of cells in 2c. 
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made. Liver function tests showed normal total serum 
protein with normal albumin-globulin ratio. Icterus 
index varied from 25-75 units, thymol turbidity of 20 
units with prothrombin time 45 per cent of normal. 
Following vitamin K therapy the prothrombin time 
returned to normal. A needle biopsy (Fig. 4, 3a and 3b) 
showed lobules and sections of lobules which were rela- 
tively uniform in size. There was a mild increase in 
perilobular tissue. Both here and in the portal spaces 
there was a heavy infiltration of mononuclear cells. 
The parenchymal cells were swollen and the sinusoids 
appeared compressed with the exception of a few 
patchy areas where they were filled with erythrocytes. 
The cytoplasm of most of the parenchymal cells was 
relatively loose as is seen in protein deficiencies. Some 
of these cells contained granules of golden brown pig- 
ment. A few of the nuclei were greatly enlarged and 
irregularly shaped and some binucleated forms were 
seen. Occasionally a large nucleus showed a large, round, 
eccentrically placed, well circumscribed vacuole. Under 
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medical management according to method outlined by 
Patek, the patient improved steadily. A second needle 
biopsy of the liver (Fig. 4, 3c) was done on March 
10 and showed a moderately heavy infiltration of 
mononuclear cells in the portal spaces and in the peri- 
lobular tissue. This was somewhat reduced as com- 
pared with the preceding biopsy. In the portal spaces 
there was a mild increase in fibrous tissue. Most of 
the parenchymal cells showed a dense, well-organized 
cytoplasm. In some areas these cells were swollen, 
compressing the intervening sinusoids. Occasionally, a 
large swollen nucleus was noted. 


The first section taken at the height of the 
illness showed an active process which appeared 
to be of an inflammatory nature. There was 
liver damage, with attempts at regeneration. 
The second section, taken approximately one 
month later, was in a stage of clinical improve- 


Fig. 4 
(3a) First biopsy, February, 1948, Case 3. There is disorganization of the liver cords, mononuclear cell infiltration, 
binucleated cells as well as large, swollen cells with large nuclei. 
(3b) Low power field of another area from the same biopsy showing heavy mononuclear cell infiltration. This was most 


pronounced in the periportal and portal area. 
(3c) Second biopsy, March, 1948. 


The liver structure shows better organization. There are less mononuclear cell infil- 


tration and, as shown in the upper corner of the field, fibrotic changes of a mild extent. 
(3d) Third biopsy, November, 1948 (see addendum). This shows a perilobular infiltration of mononuclear cells. Other 
fields show the lobules well outlined by fibrous tissue which is obscured somewhat by mononuclear cell infiltration. 
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ment and at this time the liver showed some 
regression of the inflammatory process with 
much more normal appearing parenchymal cells. 


COMMENT 


The two types of hepatitis under discussion 
are represented by the last two cases. They did 
not show the fatty changes associated with the 
nutritional deficiency seen in the case of the 
chronic alcoholic. Case 2 did not show very defi- 
nite cirrhotic changes in the liver as seen in the 
sections taken by needle biopsy although there 
was some evidence of progressive changes toward 
a portal cirrhosis. However, the histologic pic- 
ture was not indicative of the serious clinical 
state. Here, again it is necessary to consider 
the possibility that while the pathological proc- 
ess may be diffuse throughout the liver, it is not 
present to the same degree in all portions of the 
liver at the same time. 

The main features in Case 3 were cellular infil- 
tration, mostly in the portal and _ periportal 
areas, with an increase in the connective tissue 
in these areas as the condition progressed. Both 
the clinical course and the histologic picture in 
this case are compatible with the diagnosis of 
hepatitis. The microscopic picture does not sug- 
gest the etiologic factor but the clinical evidence 
seems clearly defined. What factor or factors 
influenced one case to proceed rapidly to death 
and in the other halted the progress of the dis- 
ease are not known. No underlying process was 
observed in Case 2 which would explain the 
rapidly fatal developments. In Case 3 no mech- 
anism was detected which arrested the disease. 


CONCLUSIONS 


Until recent years, the conception of the path- 
ology of cirrhosis of the liver was based on the 
findings at autopsy or on specimens obtained 
during surgical exploration of the abdomen. This 
represented, in nearly all instances, the very 
late results and presented a fairly static picture. 
The popularization of needle biopsy of the liver 
has enabled us to broaden our knowledge of this 
disease which appears to be more dynamic than 
was formerly thought. It is not practical or pos- 
sible to take these cases to the operating room 
for surgical biopsies at different stages of the 
disease. It is safe, practical and possible, how- 
ever, to make needle biopsies of the liver at the 
bedside on repeated occasions during the prog- 
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ress of the disease. The marked regenerative 
ability of the liver was demonstrated in the 
first case. This case suggests that the cirrhotic 
picture may be reversible at certain stages under 
proper management but that reactivation occurs 
quickly when the diet is inadequate. The other 
two cases demonstrate the possibilities of hepa- 


titis and warn us to regard this condition with 
concern. 


The microscopic picture and the clinical course 
may not always be comparable, which may be 
explained by the fact that the pathological proc- 
ess may be in different stages in different areas 
within the liver at a given time. Additional 
studies of biopsy specimens obtained in this 
manner give promise of great aid in solving the 
remaining mysteries of hepatitis and cirrhosis. 


The authors wish to express their appreciation of the 
assistance given by Dr. Anderson Nettleship, Depart- 
ment of Pathology, University of Arkansas School of 
Medicine. 
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ADDENDUM 


Since this paper was presented, Case 3 has been seen 
again. The patient reported to the University Clinic 
November 23, 1948, complaining of a recurrence of 
pain in the right upper quadrant, malaise, weakness, 
weight loss of 15 pounds in two months, and inability 
to work. Examination at this time revealed a large 
tender mass in the right upper quadrant occupying the 
position of the liver, with a rounded edge. There was 
some question whether this was liver or a retroperitoneal 
mass presenting anteriorly. It was thought to be liver. 
He was re-admitted to the University Hospital. His 
hemogram, urinalysis, and sedimentation rate were 
normal. Serum protein was 6.36 grams per cent with 
4.42 grams albumin and 1.94 grams globulin. Prothrom- 
bin time was 80 per cent of normal, serum bilirubin 
was 0.75 mg., the alkaline phosphatase 11.6 King units, 
bromsulphalein 10 per cent in 15 minutes and 5 per cent 
in 45 minutes, thymol turbidity 9.0 units, and the 
cephalin cholesterol flocculation 2 plus at 24 hours and 
at 48 hours. An excretory urogram showed normal func- 
tion in normal looking kidneys and no evidence of a 
mass. The liver decreased in size with bed rest and 
a high protein diet. A needle biopsy (Fig 4, 3d) was 
done. 


This showed a perilobular infiltration of mononuclear 
cells which is less prominent than in the first biopsy 
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eight months before. The lobules appear to be well 
demarcated but this is obscured by the infiltration of 
the mononuclear cells. The cytoplasm of the paren- 
chymal cells is loose and granular in some areas and 
dense in others. The sinusoids are compressed by the 
parenchymal cells. Most nuclei are uniform in size and 
chromatin material. A few nuclei are large and hyper- 
chromatic. This biopsy showed further progression 
towards cirrhosis of the nodular type. Taken at a 
period of an acute exacerbation of the hepatitis, the 
extent of the development of scar tissue was obscured 
by the inflammatory infiltration. However, the peri- 
portal fibroplastic proliferation gave a picture suggest- 
ing an early cirrhosis. 

This case presents, further, the chronicity 
which too many cases of hepatitis develop in 
spite of the best care which can be given to 
them. At the time of his discharge from the 
University Hospital in June, 1948, his laboratory 
tests had all been normal for several weeks and 
a graduated exercise program had not caused 
an exacerbation. Yet, three months later he had 
a flare-up for which he entered the hospital in 
November. Needle biopsies of the liver have 
enabled us to watch the steady though slow 
development of microscopic changes suggesting 
a cirrhotic termination. This emphasizes the 
dangers lurking in any case of infectious or 
homologous serum hepatitis. 


HEPATIC FAILURE: 
EMPHASIS ON WATER BALANCE* 


By Cuartes M. Caravati, M.D. 
and 
James M. MACMILLAN, M.D. 
Richmond, Virginia 


Hepatic insufficiency is a pathologic state due 
to injury to the liver parenchyma, which results 
in a marked alteration of its normal function 
and a consequent serious impairment of many 
of the essential body mechanisms. 

The cause of liver failure is not established. 
It occurs when the hepatic cells are incapable 
of performing their normal function. This is 
most often due to intrinsic liver disease or inade- 
quate blood supply. Even though hepatic oxy- 
gen tension may increase when the portal vein 


*Read in Section on Gastroenterology, Symposium on Diseases 
of the Liver, Southern Medical Association, Forty-Second Annual 
Meeting, Miami, Florida, October 25-28, 1948. 
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is cut off, still the functional capacity of the 
organ will decrease. Acid-base imbalance, retep- 
tion of potassium and many toxic substances, 
have been suggested as etiologic factors, but 
the evidence indicates they are probably the 
results and not the causes of the hepatic dys. 
function. 


Just as happens in cardiac and renal insuffi- 
ciency, liver failure may occur abruptly, or it 
may be subacute or even develop very slowly, 
Acute fulminating hepatitis or acute liver 
atrophy, where the patient dies within a few 
days of the onset of a diffuse hepatopathy with 
decompensation, is an example of acute failure 
which results in sudden and complete metabolic 
bankruptcy. Subacute failure is typified by the 
patient with a previously diseased liver, who 
when exposed to some added hepatotoxin shows 
evidence of inadequacy, and later complete fail- 
ure may ensue. A patient with cirrhosis who 
suffers an overwhelming infection may develop 
such an insufficiency. Chronic hepatic decom- 
pensation occurs in patients with long standing 
disease often as a terminal process and the 
clinical signs may develop insidiously and slowly, 
together with manifestations of attempts at 
regeneration and compensation. 

The symptoms and signs of liver failure, such 
as occur in acute and usually lethal hepatitis, 
are: 


(1) Central Nervous Changes.—Somnolence, 
drowsiness, disorientation, carphologia, coma, 
paresis, convulsions, and reflex abnormalities. 
The etiology of these changes is not established, 
but is thought by some authorities to be due to 
some disturbance in the intermediate metabolism 
of carbohydrates. 


(2) Fetor Hepaticus—A mousy odor to the 
breath, probably due to amines. The deeper the 
odor, the more serious the prognosis. 


(3) Progressive Icterus—Probably due to 
massive destruction of the hepatic cells, with 
consequent breakdown of the canaliculi. 


(4) Bleeding. — Prothrombin deficiency is 
most often responsible. It shows as petechiae, 
ecchymoses, gastro-intestinal hemorrhage, or 
hematuria. 


(5) Fever—This is usually low grade, until 
shortly before death when it may rise to high 
levels. 
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Oliguria.—Reduction in urinary output occurs 
early and progresses to pre-agonal anuria. This 
occurs in the absence of clinical edema and 
has been referred to as the “hepatorenal syn- 
drome.” This is the type of anuria seen in 
shock, hemorrhage, sulfonamide toxicity, blood 
transfusion reactions, and so on. There is often 
a weak pulse, low blood pressure, syncope and 
paralytic ileus just as are encountered in circu- 
latory collapse. The mechanism of the anuria 
may be renal vasoconstriction and decline in 
cortical metabolism with resulting diminution 
of renal function. Lower nephron nephrosis has 
been demonstrated in some of these cases of 
“hepatorenal syndrome.” Toxic substances lib- 
erated by the injured liver have been incrimi- 
nated as has been cholemia. Convincing evi- 
dence is not available to establish either hypoth- 
esis. The cause of the degenerative changes 
noted in the renal epithelium in fatal cholemia 
remains unknown. 

The more common manifestations of subacute 
failure are (1) hepatomegaly; (2) other evi- 
dences of chronic liver disease; (3) coma and 
related- encephalopathies; (4) edema involving 
many of the viscera particularly the liver and 
the brain, at times without significant subcu- 
taneous edema; (5) low urinary output with 
partial renal failure. 


In chronic heart disease, decompensation is 
manifested by increased arterial and venous 
pressure, with pulmonary edema, hepatic swell- 
ing and tenderness, while in acute heart failure 
when the heart is suddenly and severely injured 
as in myocardial infarct, pulmonary embolism, 
tamponade or prolonged tachycardia, only evi- 
dence of shock is noted. The same is true of 
the liver. 

When incompetency slowly develops in long 
standing liver disease, many changes occur, some 
of which represent an attempt of the liver to 
compensate. The following are some of the 
changes found in chronic hepatic failure: 


(1) Increased collateral circulation: esopha- 
geal varices, spider angiomata, internal hemor- 
rhoids, and so on. 


(2) Progressive ascites, a peritoneal trans- 
udate, which is often intractable. 


(3) Generalized edema. 
(4) Loss of weight, anorexia. 
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(5S) Fever of low grade, at times of long 
standing. 

(6) Progressive anemia, usually macrocytic 
and hemolytic. Hematinemia with increased 
urobilinogen due to red blood cell destruction. 

(7) Decrease in liver size. 

(8) Deepening and progressive jaundice. 

(9) Bleeding: gastro-intestinal hemorrhage, 
ecchymoses, bleeding gums and so on. 

(10) Estrogenic manifestations: gyneco- 
mastia, testicular atrophy, pectoral alopecia, 
impotence, palmar erythema. 

(11) Encephalopathies: drowsiness, confusion 
and coma are most common. 

(12) Oliguria, with agonal anuria. 

It has been well established that the liver 
exercises an important control in the distribu- 
tion of intra- and extracellular water of the 
body, and there is a significant alteration of 
water balance in all types of liver failure. Clin- 
ical experience has confirmed the observation 
of Jones and Eaton! that a deeply jaundiced 
patient shows prompt improvement and lowered 
serum bilirubin with the onset of diuresis. This 
is probably due to mobilization of previously 
stored water. 

Labby and Hoagland’ have shown that in pa- 
tients with cirrhosis, measurements of the thio- 
cyanate compartment indicates that there is a 
distension of the extravascular spaces together 
with increase in plasma volume and decrease 
in plasma and urine chlorides. All of these re- 
vert to normal with the onset of diuresis. 

Adlersberg and Fox,’ utilizing fluid intake 
and output records, demonstrated clinically that 
water storage was increased in parenchymatous 
liver disease. 

Water retention has been demonstrated in 
mice in which liver injury had been produced 
with high fat diets, by Shay et alii,* and in dogs 
with hepatic injury from arsphenamine by Sof- 
and his coworkers. 


The pathogenesis of water retention in ad- 
vanced liver disease suggests that several fac- 
tors are active in producing the edema. 

(1) A type of modified peripheral vascular 
failure such as occurs in shock may account for 
the oliguria and anuria, without significant 
edema, in acute fulminating hepatitis. 
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(2) Disturbance of Sodium Balance.—As in 
all cases of anasarca, the sodium ion is the 
supreme regulator of the exchange of intracellu- 
lar and extracellular fluids. Sodium and fluid 
retention are effected through changes in the 
activity of the hypothalmic and hypophyseal- 
adrenal cortical mechanisms and facilitated by 
decreased renal flow. 

Labby® has demonstrated definite increase in 
chloride storage in edematous cirrhotics. 


(3) Hypo-albuminemia.— The consequent 
lowered intra-vascular colloid pressure is con- 
sidered by many authorities as the most potent 
force in the accumulation of extravascular fluid 
in advanced liver disease. 


(4) Portal Hypertension.—This is an active 
mechanical cause of ascites and further dimin- 
ishes the ability of the liver to regulate water 
balance by reducing the portal blood flow to the 
organ. 


(5) Capillary Damage.—Just how often and 
to what degree this contributes to intractable 
edema is uncertain. 


(6) Water lack with decreased blood volume. 
Cellular dehydration is an effective inhibitory 
influence on urinary excretion, probably due to 
decreased blood volume. 


(7) Renal Dysfunction When there is asso- 
ciated kidney damage, it may add to the pro- 
duction of oliguria, with resulting increase in 
extracellular water. 


(8) Finally, an excess of the water retaining 
steroid hormones, such as occurs in pregnancy, 
is probably of great significance in storage of 
fluids in advanced liver disease. 

The evidence is quite convincing that in he- 
patic failure an antidiuretic hormone, probably 
a product of the pituitary, aids in the delay in 
water excretion. 

Ralli e¢ alii’ injected urine from cirrhotics with 
ascites, intraperitoneally into rats, with result- 
ing lessening of urinary excretion. The antidiu- 
resis was not so marked when urine from pa- 
tients without ascites was injected. 

Rosenak and Moser® say that testosterone 
propionate will promote diuresis and reduce 
icterus in patients with advanced liver disease. 

As can be seen, water storage, in intrinsic 
liver disease, is dependent upon many factors 
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and the mechanism may vary in individual 
cases. Therefore, in its management, measures 
to control each factor should be considered. 

To combat the shock-like phenomena occur- 
ring in acute fulminating failure, the following 
is suggested: oxygen in high concentration, 25 
per cent glucose intravenously about 250 ce. 
every 6 hours, plasma infusions and gastric suc- 
tion. 

Hypo-albuminemia. — (1) High protein diet, 
about 1%4 grams per kilo; (2) salt-free human 
albumen; (3) whole blood transfusions; (4) 
plasma transfusions; (5) hydrolysates. Even 
when all these measures are utilized, sustained 
increase in the serum albumen is most difficult 
to maintain. 

Reduction in Sodium Intake.—Daily consump- 
tion of salt should be less than 1% grams. All 
other exogenous sources of sodium should be 
avoided. Chloride depletion, however, can be 
fatal, so it is important that hypochloremia not 
develop. ~ 

Diuretics. — Ammonium chloride, potassium 
nitrate and dilute hydrochloric acid; albumen 
and plasma; mercurial diuretics; hypertonic 
glucose; urea. 

Forced Fluids and Acid-Ash Diet.—Layne and 
Schemm? have shown that edema and ascites 
refractory to other therapy may be controlled 
by increasing fluid intake to 4,000, or even 
7,000 cc. daily and maintaining an acid-ash 
diet. 

Restrict Sedatives.—Opiates, and all hypnotics 
are contraindicated, except when absolutely es- 
sential. Paraldehyde, chloral hydrate and slow- 
acting barbiturates are safest. The salicylates 
are tolerated best. 


Correct Bleeding Tendencies.—Vitamin K in 
adequate doses and transfusions of fresh whole 
blood, for prothrombin deficit. Ascorbic acid 
and rutin may be indicated when increased 
capillary permeability is demonstrated. 

Liver Extract.—The use of liver extract intra- 
venously or even intramuscularly has resulted 
in increased diuresis in some cases and is worthy 
of a trial, following the suggestion of Labby 
et alii,° and Mulholland and Edwards'! in in- 
tractable ascites. 


Control of Antidiuretic Hormones.—Though 
Selye!? has shown that the liver is the site of 
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inactivation of all steroid hormones, there must 
be a disproportionate action, as all clinical evi- 
dence indicates failure to destroy estrogens, pri- 
marily. Therefore, the use of testosterone pro- 
pionate, about 25 mg. three times a week as 
suggested by Rosenak et alii,s is worthy of a 
trial to reduce edema and ascites. Other factors 
to reduce the antidiuretic hormone, originating 
in the posterior pituitary, are now being investi- 
gated. 


Control of Ascites——When all the above pro- 
cedures have failed, and ascites progresses, para- 
centesis must be resorted to. The ascitic fluid 
contains considerable chlorides, and this loss, 
plus the restricted sodium chloride intake may 
result in hypochloremia, which is a potent cause 
of antidiuresis. Therefore, tapping should be 
delayed as long as practical. Surgical measures 
to control portal hypertension, such as splenec- 
tomy, ligation of the splenic artery, splenic to 
left renal vein anastomosis, portal or mesenteric 
vein anastomosed to the vena cava, all should 
be considered, when extrahepatic intravenous 
hypertension exists and when progressive in- 
tractable ascites continues. 


SUMMARY 


Hepatic insufficiency results in many signifi- 
cant changes in organ physiology, causing serious 
impairment in the body economy and often term- 
inating fatally. Some of the most important 
clinical findings in failure are fetor hepaticus, 
various encephalopathies, decreased urinary out- 
put, increasing anemia usually hyperchromic and 
hemolytic and progressive icterus. 

Diffuse hepatopathy often results in disturb- 
ance of the water balance and this is most 
marked when failure is associated with ascites. 
Of the factors responsible for the imbalance in 
the intra- and extracellular fluids, peripheral 
vascular failure, lowered serum albumen, reten- 
tion of sodium ion, portal hypertension and an 
increase in the water retaining steroid hormones 
are the most important. 


Measures to control these forces should be 
instituted early if failure is to be avoided. 
These consist in oral and parenteral proteins, 
with adequate carbohydrates, salt-free intake, 
diuretics, correction of dehydration, acid-ash 
diet, intravenous liver extract and therapy de- 
signed to combat the antidiuretic hormone, such 
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as the use of testosterone propionate. Ascites 
may be favorably affected by the above regime, 
but when it is intractable, paracentesis must 
be resorted to and if in spite of tapping, massive 
peritoneal transudate continues, one of the surgi- 
cal procedures to reduce portal hypertension may 
be indicated, if there is demonstrable increase 
in pressure in the portal vein or its tributaries. 
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THE EFFECTS OF LIPOTROPIC SUB- 
STANCES ON PHOSPHOLIPIDE SYN- 
THESIS IN PATIENTS WITH AND WITH- 
OUT CHRONIC HEPATITIS AS MEAS- 
URED BY RADIOACTIVE PHOSPHORUS* 


By Davin CayeEr, M.D. 
and 
W. E. Cornatzer, Ph.D. 
Winston-Salem, North Carolina 


In the past decade the recognized importance 
of nutritional factors in the production and pre- 
vention of experimentally induced cirrhosis in 
animals has altered our present concepts of the 
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pathogenesis of this disorder and has resulted 
in a modification of therapy. Good results have 
been reported with the use of a high protein 
diet, vitamin supplements, liver extracts. and 
substances having lipotropic action. 

Although there are few adequately controlled 
studies, the data available on the results of 
therapy in cirrhosis before 1940 indicate the 
effectiveness of the new regimen. The difficul- 
ties inherent in evaluating the effects of any 
single substance in the treatment of a widely 
variable disease process are obvious. It is well 
recognized that dramatic improvement may fol- 
low bed rest, abstinence from alcohol, and the 
ingestion of a nutritious diet, high in protein 
and carbohydrate. Other measures, such as 
restriction of salt and the use of diuretics, may 
be used when necessary to correct secondary 
physiologic disturbances. These may produce 
marked clinical improvement, with gain in 
weight, restoration of hepatic cellular function, 
and rapid loss of edema fluid, accompanied by 
a decrease in the size of the liver. In such 
instances, serial liver biopsies may also show a 
progressive decrease in the amount of hepatic 
fat, and the return to a relatively normal paren- 
chymal pattern. 

The value of lipotropic substances in chronic 
hepatitis is not well established. Whether they 
produce any additional benefit when used to 
supplement an adequate diet is questionable. 
With the use of radioactive phosphorus as an 
indicator, it has been shown that the administra- 
tion of choline! and methionine? to experimental 
animals with fatty livers induced by diet in- 
creases the rate of phospholipid turnover in the 
liver and plasma.* This finding led to the present 
clinical study on the effect of lipotropic sub- 
stances in accelerating lipid synthesis. The fol- 
lowing is a preliminary report of our work to 
date. 


PLAN OF STUDY 


Although phospholipids can be synthesized by 
the kidney and small intestine, it has been 
shown that these lipids are not available to the 
plasma and that the plasma phospholipids are 
derived almost entirely from the liver.* It would 
appear, therefore, that the amount of newly 
formed phospholipids in the plasma would cor- 
respond to the rate of formation of phospho- 
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lipids by the liver.» The formation of phospho- 
lipids can be studied by injecting radiophos- 
phorus as NaHePOs and then determining the 
radioactivity of plasma lipids and total phospho- 
lipid phosphorus at selected intervals. The ap- 
parent clinical efficacy of lipotropic agents in 
stimulating phospholipid turnover can be meas- 
ured in a similar manner. Therefore, the use 
of radioactive phosphorus as an indicator pro- 
vides an opportunity to measure the apparent 
clinical efficacy of lipotropic agents in stimu- 
lating phospholipid turnover. 

Approximately a year ago we began a sys- 
tematic study of the turnover of plasma phospho- 
lipids in normal human beings and in patients 
with various diseases. 


METHODS 


Briefly, the method of study was as follows: 
Following the intramuscular injection of a solu- 
tion of sodium phosphate containing 0.5 milli- 
curies of radioactive phosphorus, blood samples 
were taken at 0, 24, 48, 72, and 96 hours. The 
radioactivity’ and phosphorus® in the plasma 
lipids were determined, and the results obtained 
were used to calculate the turnover of plasma 
phospholipids (specific gravity).* A more de- 
tailed report of the methods has been given 
elsewhere.’ 


MATERIAL 


The following groups of patients were selected 
for study: 

(1) Control Patients.— These consisted of 
hospitalized untreated patients without evidence 
of organic diseases or disturbed liver function. 


(2) Patients with Chronic Hepatitis (Atrophic 
Cirrhosis). —All had clinical and laboratory evi- 
dence of marked impairment of liver function. 
In many cases serial needle aspiration biopsies 
of the liver were performed. 


(3) Miscellaneous Disorders ——A group of pa- 
tients having conditions such as virus hepatitis, 
toxic hepatitis, and disturbances of liver func- 
tion secondary to myxedema, hyperthyroidism, 
unregulated diabetes, and congestive failure. 
This group is omitted from this discussion, but 


*The specific activity is the ratio of the radioactivity (in r.r.u.) 
to the phosphorus (in mg.) in the lipid extracts, the total dose 
injected being equal to 10* r.r.u. 
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served as a further control on the results ob- 
tained in the first two groups. 

Many of the patients were studied several 
times at two-month intervals, with and without 
the administration of lipotropic substances. 


RESULTS 


The results are shown in Charts 1, 2 and 3, 
where the specific activity, ratio of the radio- 
activity (in r.r.u.) to the phosphorus (in milli- 
grams) in the lipid extracts, is plotted against 
the time. The specific activity of the plasma 
phospholipids in the normal control patients was 
unchanged after the administration of a single 
large dose of choline (Chart 1). It will be noted 
that the range of specific activity for the un- 
treated patients with chronic hepatitis (Charts 
2 and 3) was within the range of the controls 
(Chart 1), although the average in the former 
group was somewhat lower. 

It will also be seen that the rate of phospho- 
lipid turnover in the cirrhotic patient was essen- 
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tially the same before and after a two-month 
period of treatment which included 3 grams of 
methionine per day. Following eight months of 
treatment, the administration of a single large 
dose of choline (10 grams) produced no addi- 
tional increase in the rate of phospholipid turn- 
over (Chart 2). 


When an untreated cirrhotic patient in the 
acute phase of his illness was given a large dose 
of choline or methionine before receiving any 
other treatment, the resulting rate of phospho- 
lipid turnover was considerably higher than that 
found in patients previously treated with methio- 
nine or choline, or than that produced in normal 
individuals following a similar dose (Chart 1). 
A repetition of this dose after the patient had 
been on the therapeutic regimen for two to six 
months did not reproduce the same change. 


DISCUSSION 


The beneficial effects of a diet high in calories, 
proteins, and vitamins in the treatment of portal 
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cirrhosis are generally accepted. The value of 
added dietary supplements, particularly lipo- 
tropic substances, protein hydrolysates, and 
parenteral liver is less firmly established. 


In animals with fatty livers induced by experi- 
mental diets, an actual increase in the rate of 
phospholipid turnover can be demonstrated fol- 
lowing the use of choline or methionine. While 
there is some difference of opinion regarding 
the similarity of cirrhosis experimentally induced 
in animals and that observed clinically in human 
beings, the history of alcoholism and deficient 
diets in many of the patients with cirrhosis and 
the degeneration and fatty infiltration of the 
liver observed at biopsy would seem to indi- 
cate that in many instances an analogous patho- 
logic situation is present. It would seem, there- 
fore, that lipotropic substances might be of value 
in the treatment of such persons. 


For this reason we undertook to compare the 
phospholipid turnover in the plasma of normal 
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persons with that occurring in cirrhotic patients 
before and after treatment with lipotropic sub- 
stances. Because of the variation in the rate 
of turnover between individuals, we have, when- 
ever possible, restudied the same patient at inter- 
vals over a period of two to six months, com- 
paring the determinations obtained each time. 


Synthesis in Normal Individuals (Chart 1).— 
In normal persons the level and turnover of 
plasma phospholipids, although showing indi- 
vidual variations, remain fairly constant for the 
same person over a period of two to four months, 
The administration of a single 10-gram dose of 
choline or methionine produced no change in 
phospholipid synthesis. The rate of turnover 
in a normal individual is relatively constant if 
the diet remains adequate and physiologic stress 
is unchanged. 


Synthesis in Patients with Cirrhosis (Chart 2). 
—tThe average rate of phospholipid turnover in 
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untreated patients with advanced portal cirrhosis 
is somewhat lower than the average for normal 
individuals. Repeated determinations of the 
phospholipid turnover following a prolonged 
period of treatment which includes the adminis- 
tration of lipotropic substances, show little 
change even when there has been considerable 
clinical improvement. The addition of supple- 
ments in small doses (1-3 grams) produced no 
change in phospholipid synthesis. 


Synthesis After Large Single Dose (Chart 3). 
—When a large dose of choline or methionine 
was given at the onset of treatment, high values 
for the specific activity of the plasma lipids were 
found.* These values were much higher than 


*Additional unpublished data obtained since this report was 
given has demonstrated this response in a total of 7 patients 
with cirrhosis. An increase in specific activity has not been 
found in the original group of patients which included patients 
with infectious hepatitis. 
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those obtained when the studies were repeated 
after a prolonged period of treatment. It seems, 
therefore, that a single large dose given to an 
untreated, acutely ill patient with cirrhosis ac- 
tually does cause a marked increase in phospho- 
lipid turnover. This finding is comparable to 
results obtained in animals on choline deficient 
diets; the administration of choline to such ani- 
mals greatly stimulates the turnover of phospho- 
lipids in the liver and plasma, although the 
effect is smaller or undetectable in animals 
maintained on adequate diets. It confirms the 
hypothesis that lipotropic factors are necessary 
for the synthesis of phospholipids and the mobi- 
lization of fat. 

The definite increase in phospholipid turnover 
following a single large dose of choline or methi- 
onine’ given to untreated patients with cirrhosis 
may denote a relative deficiency of lipotropic 
agents in these patients, and point to the need 


PHOSPHOLIPID TURNOVER 
IN A 31 YEAR OLD MANQA,) WITH CIRRHOSIS 


SPECIFIC ACTIVITY(x 100) 


—— FOLLOWING A SINGLE DOSE OF 
CHOLINE(IO GM.)ORALLY 


AFTER 2 MONTHS OF TREATMENT 
WITH METHIONINE (3 GM. /DAY) 


e—e AFTER 4 MONTHS OF TREATMENT 
WITH METHIONINE AND ADDITIONAL 
SINGLE DOSE OF CHOLINE (10 GM.) 


ORALLY 


12 24 36 


TIME(IN HOUR S) 
Chart 3 


48 60 72 


| 
| 

10 Pd 
i 
é 
5 
84 


674 


for these agents in the treatment of this con- 
dition. 


SUMMARY 


Certain patients with chronic hepatitis 
(atrophic cirrhosis) appear to be benefited by 
the addition of choline and methionine to an 
otherwise adequate regimen. This effect is at- 
tributed to a stimulant action on the formation 
of phospholipids. With the use of radiophos- 
phorus, such an effect is demonstrable in experi- 
mental animals with fatty livers induced by diet. 


We have demonstrated an increase in phospho- 
lipid turnover in the plasma of untreated human 
patients with chronic hepatitis following a large 
dose of choline or methionine. 


This stimulant effect was not noted in pa- 
tients with cirrhosis after a period of treatment, 
or when small daily doses of lipotropic factors 
were given. The stimulant effect of the large 
single dose was absent in persons without liver 
disease and in patients with infectious hepatitis. 


These findings suggest that a deficiency of 
lipotropic substances may occur in acutely ill 
patients with large, fatty livers which have not 
yet reached the advanced stage of cirrhosis with 
extreme scarring. 


We wish to acknowledge the helpful suggestions and 
constructive criticism of Dr. Camillo Artom in the 
above work and the technical assistance of Dr. Benja- 
min Vatz and Mr. Jesse C. Trott, Jr. 
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DISCUSSION (Abstract) 


Symposium on Diseases of the Liver, three 
preceding papers. 


Dr. Jere Annis, Lakeland, Fla.— The association of 
liver disease and water balance is a problem which 
needs much clarification. As this paper has indicated, 
multiple factors are involved. Certainly, all these factors 
are important and there are, perhaps, many more of 
which we are not at present cognizant. I am sure that 
various degrees of acute and subacute hepatic failure 
with associated disturbance in water balance go unrecog- 
nized in many instances, particularly in the postoperative 
patient. 

I can certainly add nothing of importance to what 
has already been said, but I should like to re-emphasize 
an important approach to this problem which needs 
much further study. That approach lies in the close 
parellelism between the results of hepatic damage and 
failure and the water intoxication experiments of Rown- 
tree and others. 

The central nervous system symptoms in the two 
conditions are identical, and the blood and tissue chemis- 
try is very similar as is the mode of death. 

As has been pointed out in today’s paper, liver dam- 
age and water balance must then, in many ways, be 
interdependent and certainly many of the symptoms 
of the former may be ascribed to its effect upon sud- 
den changes in the location and storage of body water. 
Skelton and others have demonstrated that the liver 
absorbs the highest percentage of ingested water of 
any organ; and, together with the alimentary tube, 
gives the most prompt response to water alterations. 
While the muscles constitute the greatest depot for water 
because of their large mass, the liver remains the fastest 
reactor to changes in water content in the body. 

Rowntree’s experiments in the production of water 
intoxication by feeding distilled water at a rate to 
exceed the maximal excretory rate produced an in- 
creased water content in many of the organs of the 
body, particularly the liver and the brain. There was 
an increase in intracranial pressure which he felt ac- 
counted for the central nervous system symptoms seen. 
He also found a reduction of the serum proteins and 
an increase in plasma volume secondary to dilution 
of the blood. The decrease in blood chlorides, how- 
ever, definitely exceeded that anticipated on the basis 
of dilution and could not be explained on this basis 
nor upon the basis of loss of chlorides from the 
vomiting which was induced. The study of tissue 
chlorides and other tissue chemistry is extremely compli- 
cated, and it is difficult to draw definite conclusions 
from it. 

Misawa concluded from his work that the symptoms 
of water intoxication were due, not to the retention 
of water per se, but to the reduction of inorganic salts 
in the tissue spaces and in the lowered molecular con- 
centration of the serum. Many paradoxical and con- 
fusing findings have been reported in this regard and 
many questions remain unanswered. 


= 
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This is well illustrated by the work of Keith who 
showed that the use of intravenous acacia based upon 
the theory of increasing the serum protein concentration 
and the colloidal osmotic pressure was far from being 
simply explained. 

The diuresis resulting from acacia occurred in spite 
of any demonstrable increase in colloidal osmotic pres- 
sure and, indeed, when actual decrease in such pressure 
could be demonstrated. The increased excretion of the 
sodium ion which was unaccountably observed following 
the administration of acacia was felt to be responsible 
for the diuretic effect. This again emphasizes the im- 
portance of the electrolyte balance in general and the 
concentration of the sodium ion in particular upon the 
various water depots of the body. (This is further 
complicated by the results of changes in chloride con- 
centration, the danger of hypochloremia, and by the 
apparent existence of a minimal and a maximal renal 
threshold for chloride excretion.) 

As to how all this complicated process is affected 
by liver damage and by changes in amounts of the 
antidiuretic hormone from the posterior lobe of the 
pituitary and by numerous other factors, we are still 
in doubt. 

Suffice it to say that most of these changes and symp- 
toms enumerated in Dr. Caravati’s paper may be seen 
in experimental animals as the result of water intoxica- 
tion or in patients with hepatic failure. Whether the 
primary cause in either instance is an upset in the 
electrolyte balance, in the colloidal osmotic pressure, or 
in hormonal equilibrium is still conjectural. Conse- 
quently, therapy is, at present, most inadequate. 

In hepatic failure, diuresis presages measurable im- 
provement in liver function. Dr. Caravati has empha- 
sized the extreme importance of water balance in hepatic 
disease and failure and has outlined the current con- 
cepts of its etiology and therapy. 

Much research, both clinical and experimental, re- 
mains to be done before we have any proper con- 
cepts of these changes in hepatic function and in the 
rapid reallocation of this large amount of body water 
(which incidentally represents approximately 60 per 
cent of body weight), from one to another of its various 
depots. 


Dr. Julian Ruffin, Durham, N. C—I have known 
Dr. Cayer intimately for the last ten years, and I can 
assure you that no one is more aware than he of the 
danger of attributing improvement to one factor when 
there are numerous factors influencing the course of 
disease. 

The two patients whom he showed had the benefit 
of diet, of rest, of everything that is known in the 
treatment of liver disease, plus choline and methionine; 
and to attribute their improvement to the use of those 
two materials would be treading on thin ice, indeed. 
He is unquestionably aware of this and he has been 
very cautious in drawing conclusions, but is waiting 
to complete experimental work with the phospholipids. 
That is extremely important. 


If his subsequent work should show that the adminis- 
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tration of choline and methionine, in the acute stages 
of cirrhosis, results in a marked increase in the forma- 
tion of phospholipids, then he has made a real contri- 
bution, and all of us should use these two drugs in 
the particular phase of the disease about which he has 
been speaking. 

Dr. Levy showed how well one can follow the course 
of disease by the punch biopsy and how relatively safe 
and easy it is to do. 

As to the matter of regression of scar tissue, I do 
not believe that scar tissue changes. Scar tissue, to me, 
is permanent and, once formed in the liver, stays there. 
Perhaps he was getting biopsies from different sections 
of the liver that happened to show the scar tissue 
decreased in those particular areas. 


Dr. W. D. Davis, New Orleans, La—In view of the 
recent enthusiasm for liver biopsy a word of caution is 
well worth while at this time. Although needle biopsy 
can be easily performed and, in most instances, done 
at the bedside, still it must be remembered that there 
is definite risk, particularly if every necessary precau- 
tion is not taken. There are one or two of these pre- 
cautions which are particularly worthy of emphasis. 
It is even desirable to repeat that it is imperative that 
routine prothrombin bleeding and clotting times be 
within the normal range before the procedure can be 
done safely. In addition, it is helpful to drain all the 
ascitic fluid from the abdominal cavity before the liver 
puncture is done, as one of the best available hemo- 
static agents, following biopsy, is the apposition of 
visceral and parietal peritoneal surfaces. The presence 
of ascitic fluid may interfere with this effect. It is also 
of considerable importance that the projected biopsy 
tract be explored, first, by a needle of small caliber 
rather than the biopsy needle to obviate the possibility 
of entering an artery, aberrant vein of large size or col- 
lection of purulent material which perhaps might be 
released into the peritoneal cavity. 


In our own experience of some 220 biopsies on per- 
haps 180 patients, we have had two episodes of serious 
hemorrhage. To illustrate that experience does not 
necessarily prevent such accidents, one occurred on the 
twenty-fifth biopsy and the other on the hundred and 
ninety-eighth. Thus, sometimes despite every precau- 
tion difficulties may be encountered. 

With regard to the specific cases which Dr. Levy has 
presented, I should like to ask him to elaborate a little 
upon the diagnosis of protein deficiency from the ap- 
pearance of loose cytoplasm in the hepatic cells. I pre- 
sume that the origin of this idea lies in the investigations 
of Elman of St. Louis, in which he demonstrated that 
in dogs maintained on a low protein diet, this foamy, 
so-called loose cytoplasm appeared in the hepatic cells. 
However, I think the fallacy in that experimental work 
is that the dogs, although maintained on a protein-free 
diet, were fed solely pure glucose. Therefore, one won- 
ders whether we are not seeing the foamy cytoplasm 
of increased glycogen storage in the hepatic cells. 

Another point of considerable interest to me is the 
fact that the first patient exhibited, in the early stages 
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of the disease when he was apparently in extremely 
poor condition, a negative to 1 plus reaction to cephalin- 
flocculation, and after treatment, the cephalin-flocculation 
reaction was 3 to 4 plus. We have had the same 
experience with some of our patients with alcoholic 
cirrhosis. In the beginning, the flocculation value, when 
the patients were extremely ill, was low. As the 
biopsies and clinical course showed improvement, it 
would rise rather than fall. I wonder if Dr. Levy has 
an explanation for this change, if he has had a similar 
experience. 

As far as the variation in fibrosis in the different 
biopsies is concerned, I am inclined to agree with Dr. 
Ruffin. It is difficult to see how advanced fibrosis 
itself is reversible. One wonders whether sometimes 
condensed reticulum is interpreted as fibrosis. I know 
that we have great difficulty in differentiating condensed 
reticulum and fibrosis, and, when regeneration occurs, 
the reticulum again may be loosened. In addition, in a 
single biopsy specimen, tremendous variations in the 
amount of fibrosis may be seen. I think it is of im- 
portance to know whether the biopsies were made at 
approximately the same site, since it has been shown 
in experimental animals, by Himsworth and Glynn, 
that the progress of hepatic lesions varies greatly, par- 
ticularly between the right and left lobes. 

As far as the comparison of the three cases is con- 
cerned, again I think we have a good demonstration 
of the fact that alcoholic cirrhosis, with fatty infiltra- 
tion, is easily reversible. On the other hand, so-called 
chronic hepatitis or cirrhosis as a result of infectious 
hepatitis, is at times extremely difficultly reversible. 


There are, in addition, other differences between these 
syndromes. The cephalin-flocculation reaction tends to 
lag behind the thymol turbidity in posthepatic cirrhosis, 
whereas in alcoholism the reverse is true. Excretion of 
coproporphyrin isomers of different types is also seen 
in the two conditions. 

I think we have hardly tasted the fruits that are to 
be obtained from liver biopsy. So far we have empha- 
sized diagnosis and prognosis, and the following of the 
course of disease entities. It is my own belief that the 
greatest advantages to be gained from liver biopsy will 
be in the use of the material for the analysis of living 
tissue, perhaps by the Warburg technic, and in the 
correlation of this information with the determination 
of hepatic metabolites which can be made from blood 
of the hepatic vein obtained by catheterization. 


Dr. Cayer (closing).—We are, of course, dealing with 
a disease that has always been with us. In all proba- 
bility, shortly after Adam ate the first apple, someone 
thought of putting a few aside to ferment. As a result, 
a great deal is known about the life history of cirrhosis. 


Before 1938, reviews on cirrhosis agree that, after 
the onset of jaundice and ascites, two of every three 
patients who had cirrhosis were dead at the end of 
one year. That is no longer true. Two-thirds of such 
patients are now living after a year. It seems reason- 
able to believe that this change is related to the present 
form of treatment. 
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One should certainly be cautious in trying to carry 
over or interpret animal experiments in terms of work 
done with human patients. They are, however, analogous 
in this respect: that the hepatitis seen in animals is 
usually produced by a combination of poor diet and a 
known hepatotoxin. Most of the patients whom we 
are discussing are usually on a poor diet and are 
alcoholics. So, in that respect they do not differ a 
great deal from the experimental animal. 


Medicine, as any other science, consists largely in 
the ability to measure. If you can measure the effect 
of anything you give, you have placed your treatment 
on a scientific basis. We have made an effort in our 
part of the program to measure the efficacy of certain 
of the newer forms of treatment. Dr. Ruffin, in his 
usual cautious manner, I think emphasized what I 
would also like to leave with you, that the response 
we have elicited after a large dose of choline or methio- 
nine has thus far been demonstrated in a small group 
of patients. We certainly hope to keep you informed 
as the size of our study increases. 

I would certainly agree with Dr. Caravati, that there 
is no medication which will replace an adequate diet 
given by mouth. If the essentials can be given orally, 
half the battle is won. 


Dr. Caravati (closing) —In the management of ad- 
vanced liver disease, the clinician should be constantly 
on guard for signs of impending failure. 

Certain nervous system phenomena, such as stupor, 
restlessness and development of pyramidal tract signs, 
notably positive Babinski reaction, should be considered 
danger signals. 


The occurrence of fetor hepaticus usually indicates 
grave and morbid changes, but probably of more seri- 
ous import is the development of oliguria. When the 
24-hour urinary output progressively diminishes, prompt 
and energetic measures to increase renal function should 
be instituted until the daily urinary excretion is 1500 
cc. or more. 


Dr. Levy (closing).—In our series in the last year, 
we have done fifty-five needle biopsies in thirty-eight 
patients, without any deaths. A patient bled sufficiently 
seriously to warrant emergency surgical intervention. 
It happened that the lower rib margin in this particu- 
lar patient angled downward and, with each respiration, 
scraped the surface of the liver and the area of the 
biopsy. We thought that had something to do with the 
continuation of the bleeding. 

We have used the anterior approach only in a liver 
which could be palpated below the costal margin. We 
have always seen to it that the prothrombin time is 
75 per cent of normal, or better. I think that is a very 
necessary precaution, as Dr. Davis pointed out. 

The regression of scar tissue may be more apparent 
than real. With regeneration of the liver cells, there is 
a compression of the scar tissue, and what had pre- 
viously seemed to be a fairly wide band may be com- 
pressed into a rather narrow, or thinner band. Contrac- 
tion of scar tissue would make it appear diminished 
in extent. In biopsies, possibly the real answer is that 


Vol. 42 No. 8 


we have this type of mechanism rather than actual 
regression of the scar tissue, although the latter seems 
entirely possible in view of our observations in Case 1. 

In regard to protein loss, the work of Elman and 
Heifitz, I think, is rather interesting. Mallory and 
others have also commented upon the same findings, 
the large, reticulated or very slightly granular cell with 
no cytoplasm between the granules, a slight enlargement 
of the liver cells, which has come to be considered as 
an evidence of protein loss. In their experiments, Elman 
and Heifitz did carmine stains on the sections and 
proved that they did not contain glycogen. So, I do not 
think, in spite of the high glycogen-glucose content of 
the diet, that we saw excessive glycogen storage in these 
cells. 

As far as the laboratory tests are concerned, Dr. 
Davis remembers those figures well. I have no explana- 
tion as to why, in cases of fatty degenerative changes, 
the cephalin-flocculation will become more positive for 
a time, although the fatty changes regress. Whether it 
is due to some other inherent damage, or some other 
damage to the liver cell, which becomes more evident, 
I do not know. Our experience has been the same as his, 
that this change does occur. 

The biopsies in each of these cases were done in the 
same area. The puncture would be in a radius of half 
an inch of the previous one, and all to the right of the 
midline and below the anterior costal margin. 

I cannot let the opportunity pass without talking 
about proteins. I would like to re-emphasize what has 
already been said, that it is necessary to give the addi- 
tional amount of protein preferably by mouth, as that 
is, by far, the most satisfactory method of administra- 
tion. But where we have marked edema of the tissues, 
particularly in the gastro-intestinal tract, we have to 
give a much larger amount of protein to obtain suffi- 
cient absorption to prevent a protein deficiency, 
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The anti-pernicious anemia principle of liver 
has been the object of intensive study since 1926 
when Minot and Murphy! demonstrated the 
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therapeutic value of liver in cases of pernicious 
anemia in relapse. In 1947 Shorb? reported the 
discovery of a heat stable factor, required by the 
Lactobacillus lactis Dorner (LLD factor), pres- 
ent in liver extracts which were active for rat 
growth. Assays of this factor revealed that it 
showed a linear relationship to the unit potency 
of the preparations used in the treatment of per- 
nicious anemia. She suggested that this LLD 
factor might be the therapeutically active prin- 
ciple of liver in pernicious anemia. In 1948 
Rickes* and his associates isolated a red crystal- 
line compound from liver which they named 
vitamin Biz. Shorb* suggested that this vitamin 
was wholly or partially responsible for the LLD 
growth activity of liver extracts. West reported 
a positive hematological response in three pa- 
tients following single intramuscular injections 
of 3, 6, and 150 micrograms of crystalline vita- 
min Biz. Spies and his co-workers® noted that 
a weight of thymine several thousand times that 
of folic acid is needed to produce an equivalent 
response, and a weight of folic acid several thou- 
sand times that of vitamin Biz is needed to 
produce a response similar to that given by 
vitamin Biz. They considered vitamin Biz to be 
the most potent antianemia substance known. 
In 1948 Spies’ reported a satisfactory clinical 
response in two cases of pernicious anemia treat- 
ed with intramuscular Biz. He was the first to 
report relief of the neurological effects of per- 
nicious anemia in cases treated with vitamin 
Biz. Hall®? and his co-workers later reported 
satisfactory hematologic response and improve- 
ment in the neurologic picture following the use 
of vitamin Biz in pernicious anemia patients in 
relapse. In 1949 Spies and his associates! re- 
ported satisfactory hematologic results in another 
series of pernicious anemia cases treated with 
vitamin Biz. He reported rather “remarkable 
improvement” of the neurologic findings in cases 
of pernicious anemia with subacute combined 
sclerosis. Castle’! and his co-workers reported 
that the daily oral administration of vitamin 
Biz (in doses known to be effective intramus- 
cularly) does not elicit a hemopoietic response. 
They obtained a positive response when vitamin 
Biz plus normal gastric juice was given orally to 
patients with pernicious anemia in relapse. This 
response was not so great as that observed with 
vitamin Biz given intramuscularly. A similar 
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relationship was found to exist for orally admin- 
istered liver extract, purified (Lederle). They 
suggested that the extrinsic factor, E.M.F. and 
vitamin Biz may be identical or closely related 
chemically. His group, using microbiological 
technics, observed that untreated patients with 
pernicious anemia eliminate “significant” 
amounts of vitamin Biz in the feces. They also 
suggested that either the vitamin from food, 
or, more probably, that synthesized by intestinal 
bacteria, is not sufficiently absorbed to correct 
the deficiency. They reported that 70 per cent 
alcoholic extracts of beef muscle (a classic source 
of extrinsic factor) have hematopoietic activity 
when given intravenously. The suggestion was 
made that 


“the function of the intrinsic factor of normal gastric 
juice is to facilitate the absorption by the intestine of 
vitamin Bi2 or of chemically related compounds in the 
food, rather than to react with the extrinsic factor as 
hitherto assumed.” 


Bethell'? and his associates reported relatively 
large daily fecal excretions of vitamin Biz in 
untreated cases of pernicious anemia. Hall!$ and 
his group confirmed the work of Castle but sug- 
gested that it cannot be concluded as yet that 
orally administered vitamin B12 does not possess 
hematopoietic activity in pernicious anemia, until 
larger doses have been employed. Furthermore, 
using amounts of vitamin Bi2 and normal gastric 
juice equal to those administered by Castle, they 
obtained optimal hematopoietic responses in two 
of their patients. They observed that further 
study was needed to determine whether or not 
the intrinsic factor combines with extrinsic fac- 
tor (vitamin Biz) to form the anti-pernicious 
anemia principle, or, if the intrinsic factor facili- 
tates absorption of extrinsic factor in pernicious 
anemia patients. 

Rickes'* and his associates reported that vita- 
min Biz appears to be a cobalt “coordination 
complex,” the red color of this vitamin being 
associated with its cobalt complex character. It 
also contains phosphorus and nitrogen, but no 
sulphur. Smith'5!® reported that vitamin Bi2 
contains approximately 4 per cent cobalt, three 
atoms of phosphorus, 11.7-13.9 per cent nitro- 
gen, and has a molecular weight of about 1,500. 
He was able to obtain one gram of the vitamin 
material from four tons of liver. He pointed 
out that although cobalt has been recognized as 
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an essential trace element for some time, this is 
apparently the first instance in which cobalt was 
found in a compound of natural origin. Rickes!’ 
and his group reported the presence of vitamin 
Biz in Streptomyces griseus broth cultures, milk 
powder, beef extract and culture broths of several 
other bacteria. In this same report West ob- 
served a clinical response in pernicious patients 
in relapse treated with vitamin Biz obtained 
from Streptomyces griseus. 


It was the purpose of our studies, first, to 
establish the minimal intramuscular dosage of 
vitamin Biz that would effect an optimal hemato- 
logical response, and secondly, to observe the 
results of vitamin Bi2 therapy on the neuro- 
logic manifestations of pernicious anemia pa- 
tients in relapse. 

MATERIALS AND METHODS 


We have had six cases available for study, all 
of whom have been patients on the Medical 
Service of the Veterans Administration Hospital 
at Louisville, Kentucky. All were in severe or 
moderately severe relapse and fulfilled the criteria 
generally accepted for a diagnosis of pernicious 
anemia, namely: macrocytic anemia, megalo- 
blastic arrest of the bone marrow, and an ab- 
sence of free hydrochloric acid in the gastric con- 
tents after histamine stimulation. 


The following laboratory studies were made: 
daily examinations of the peripheral blood, 
including red, white, and reticulocyte counts; 
frequent hematocrit determinations and platelet 
counts; sternal marrow studies before and after 
therapy; gastric analyses; x-ray studies of the 
stomach and intestines; examination of the stools 
for ova, parasites, and occult blood; and bilirubin 
determinations twice a week. All but one were 
placed on a fish-free, meat-free and fowl-free 
diet preliminary to treatment with vitamin Biz 
and from fourteen to twenty-one days after 
therapy was started. All vitamin Biz injections 
were given intramuscularly. 


After observation of the effects of vitamin 
Biz therapy on the hematologic and neurologic 
picture, all patients received 300 units of refined 
liver extract, in divided dosage, and were dis- 
charged with instructions to receive 30 units 
of the extract each month as maintenance 
therapy. 
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The bone marrow studies were done by Dr. 
Harold Gordon, Chief of the Laboratory Service 
at the Veterans Administration Hospital, Louis- 
ville, Kentucky. The neurologic studies were 
done by Dr. Ephraim Roseman, Consultant in 
Neurology, or by a representative of the Neu- 
rology Service. 


CASE REPORTS 


Case 1—A. S., a 59-year-old white man, became ill 
in 1937. His illness was characterized by gradual onset 
of weakness, weight loss, sore tongue, dyspnea, “pound- 
ing” headaches, and numbness and tingling of the hands 
and feet. In June, 1940, a diagnosis of possible addi- 
sonian pernicious anemia was made. He was inade- 
quately treated with crude liver extract and ferrous sul- 
fate but improved somewhat. He was told he had an 
iron deficiency anemia and to treat himself with “iron 
pills.” There was a gradual return of symptoms while 
taking “iron pills,” and he was admitted to this hospital 
on October 26, 1948. 

The positive physical findings included pallor of skin 
and mucous membranes, generalized weakness, atrophy 
of the lingual mucosa, glossitis, and old chorioretinitis 
on the right side. There was minimal stocking hypes- 
thesia up to the knees and glove hypesthesia to pin prick 
and cotton wool up to the junction of the middle and 
lower third of the forearms. Mistakes in position of the 
fingers were made about 30 per cent of the time and 
75 per cent in the toes. Vibratory sense in the toes was 
decreased about 25 per cent. Reflexes were hypoactive, 
but equal bilaterally. 

The blood count on admission was 1,500,000 with 7 
grams of hemoglobin. The mean corpuscular volume 
was 130 millimicrons and the reticulocytes were 1.6 per 
cent. There was no free hydrochloric acid after hista- 
mine stimulation and the bone marrow revealed megalo- 
blastic hyperplasia. 

He was given 0.025 mg. of vitamin B1;2 on November 
15, 1948, at which time the red blood cell count was 
1,500,000. A reticulocyte peak of 43 per cent was 
reached six days later. Fourteen days later the red blood 
cell count was over 3,000,000 and thereafter varied 
between 3,700,000 and 3,900,000. During this time there 
was a rapid subjective improvement, gain in strength 
and appetite. The soreness of the tongue disappeared 
completely by the fifth day after the institution of 
therapy. The bone marrow revealed rapid conversion 
from a megaloblastic to a normoblastic regeneration 
within 72 hours. However, by the thirty-third day, the 
red blood cell count began to fall, so he was given 
0.025 mg. on December 20, 1948. Six days later the 
red blood cell count was over 4,000,000 and then 
reached normal limits. 


It remained there for approximately sixty days and 
then began to fall again. He was given 0.030 mg. on 
March 25, 1949, and the red blood cell count fluctuated 
between 3,500,000 and 4,300,000 for about thirty days. 
There was little change in the neurologic picture during 
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our period of observation. He was discharged on May 
7, 1949. 

Case 2—E. N., a 53-year-old white man, was admitted 
November 16, 1948, complaining of dyspnea of ten 
weeks’ duration. He had also noted a progressive sore- 
ness of the tongue and mouth for five months and 
epigastric soreness for about six weeks prior to admis- 
sion. He had noted numbness and tingling of the 
fingers and toes for about three years and had been 
subject to severe headaches for about ten weeks. 


The physical examination revealed a pale skin and 
mucous membranes, glossitis, atrophy of the lingual 
mucosa and sluggish deep reflexes. The neurologic 
examination was otherwise essentially normal. 


The blood count on admission was 1,300,000 and the 
hemoglobin was 6.6 grams. The mean corpuscular vol- 
ume was 120 millimicrons and the reticulocytes were 
2.6 per cent. There was no free hydrochloric acid after 
histamine stimulation and the bone marrow revealed 
megaloblastic hyperplasia. 

He received 0.025 mg. of vitamin Bj2 on November 
22, 1948, at which time the red blood cell count was 
1,300,000. A reticulocyte peak of 38 per cent was 
reached six days later. Sixteen days later the red blood 
cell count was over 3,000,000. It did not rise much more 
than this and began to fall by the twenty-sixth day. 
He was given 0.025 mg. on December 20, 1948. The 
red blood cell count did not rise to normal limits. It 
did reach a peak of 4,630,000 on one occasion. The 
red blood cell count varied between 3,500,000 and 4,300,- 
000 for about sixty-five days after the second injection 
of vitamin Bye. 


Concurrently, there was rapid relief of symptoms and > 


the soreness of the tongue subsided completely within 
seven to eight days. The bone marrow revealed a rapid 
conversion from megaloblastic to normoblastic regenera- 
tion within 72 hours. He received 0.030 mg. on Feb- 
ruary 28, 1949, with no significant rise in the red blood 
cell count over a period of thirty-six days. It varied 
between 3,600,000 and 4,300,000. He was discharged 
on April 21, 1949. 


Case 3—W. C., a 68-year-old white man, was ad- 
mitted on December 23, 1948, complaining of marked 
weakness, burning pains across the chest, sore tongue 
and mouth, dyspnea, epigastric soreness for about two 
months prior to admission, and numbness and tingling 
of the hands and feet. He had received totally inade- 
quate liver extract therapy about three years prior to 
admission. 

Physical examination revealed pallor of the skin and 
mucous membranes, glossitis and atrophy of the lingual 
mucosa. He was markedly confused. The neurologic 
examination was essentially negative except for an after- 
glow phenomenon elicited in the feet. 

The blood count on admission was 1,450,000 and the 
hemoglobin 6 grams. The mean corpuscular volume 
was 100 millimicrons and the reticulocytes were 0.4 per 
cent. There was no free hydrochloric acid after hista- 
mine stimulation and the bone marrow revealed megalo- 
blastic hyperplasia. 
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He received 0.050 mg. on December 30, 1948, at which 
time the red blood cell count was 1,450,000. A reticu- 
locyte peak was reached nine days later. Twenty-three 
days later the red blood cell count was over 3,000,000 
and thereafter varied between 3,800,000 and 4,200,000. 
The confusion cleared in approximately five days and 
thereafter there was a rapid relief of symptoms. The 
bone marrow revealed a progressive conversion from 
megaloblastic to normoblastic within 48-72 hours. The 
red blood cell count began to fall between the fiftieth 
and fifty-fifth day, and so he received 0.050 mg. on 
March 2, 1949. 

Thereafter, the red blood cell count reached normal 
levels and remained there. The afterglow phenomenon 
was still present on discharge. He was discharged on 
April 26, 1949. 


Case 4.—R. T., a 53-year-old colored man, was admit- 
ted on January 1, 1949, complaining of poor appetite, 
pains about the navel not related to the ingestion of 
food, marked weakness and sore tongue, for about two 
months prior to admission, associated with about a 
twenty-five pound weight loss. He had received adequate 
liver extract (refined) therapy for pernicious anemia in 
1946. However, he had felt so well that he discontinued 
his injections about six months after leaving the hos- 
pital. 


Physical examination revealed a pallor of the mucous 
membranes, atrophy of the lingual mucosa and a one 
plus pitting edema of the ankles. The neurologic exami- 
nation revealed generalized weakness. Mistakes in -the 
position of the toes were made 80-90 per cent of the 
time and 30 per cent in the fingers. Vibratory sense was 
‘decreased approximately 50 per cent in the feet and 20 
per cent in the hands. The deep reflexes were uniformly 
hypoactive. The ankle jerks were absent bilaterally 
and there was a bilateral Babinski. Afterglow phenome- 
non was elicited bilaterally. This was interpreted as 
being consistent with mild combined system disease, 
with some evidence of peripheral neuropathy. 


The blood count on admission was 1,420,000 and the 
hemoglobin was below 5 grams. The mean corpuscular 
volume was 110 millimicrons and the reticulocytes were 
2.8 per cent. There was no free hydrochloric acid after 
histamine stimulation and the bone marrow revealed 
megaloblastic hyperplasia. 


He was given 0.050 mg. of vitamin By2 on January 
8, 1949, at which time the red blood cell count was 
1,420,000. The reticulocytes reached a peak of 38.4 per 
cent nine days later. Thirty days later the red blood 
cell count was over 3,000,000 and thereafter varied 
between 3,400,000 and 3,700,000. Concurrently, there 
was a rapid subjective improvement and relief of symp- 
toms. The bone marrow revealed a progressive change 
from megaloblastic to normoblastic regeneration within 
72 hours. The red blood cell count began to fall about 
the fifty-third day, so he was given 0.030 mg. on 
March 2, 1949. 


Thereafter, the red blood cell count varied between 
3,700,000 and 4,300,000 during the period of observa- 
tion. On February 15, 1949, neurologic consultation 
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revealed no significant change in the objective neuro- 
logic signs. He was discharged on April 26, 1949, at 
which time there had been little objective improvement 
in the neurologic picture. 

Case 5—W. K., a 56-year-old white man, was admit- 
ted on February 3, 1949, complaining of weakness, 
numbness and tingling in the fingers and toes, staggering 
gait, and losing his feet in the dark for about two 
months prior to admission. 

Physical examination revealed pallor of the skin and 
mucous membranes. On neurologic examination there 
was slight nystagmus on extreme lateral gaze and a 
generalized weakness. The finger to nose tests were 
adequately performed with the eyes open, but poorly 
with the eyes closed. The heel to shin tests were done 
sloppily, worse on the left, and there was little differ- 
ence whether the eyes were open or closed. Position 
and vibratory senses were decreased approximately 20 
per cent in the fingers bilaterally. Vibratory sense was 
lost up to the iliac crests and position sense was approxi- 
mately 90 per cent diminished in the toes. The deep 
reflexes were hypoactive but the ankle jerks were ab- 
sent, and there was a bilateral Babinski. This was inter- 
preted as being consistent with combined system disease. 
However, due to the history of sudden paralysis of the 
lower extremities in 1916, persisting for about six months 
and then -completely disappearing, the possibility of 
multiple sclerosis could not be ruled out. 

The blood count on admission was 3,200,000 with the 
hemoglobin 11.5 grams. The mean corpuscular volume 
was 126 millimicrons and the reticulocytes were 2 per 
cent. There was no free hydrochloric acid after hista- 
mine stimulation and the bone marrow revealed megalo- 
blastic hyperplasia. 

He was given 0.030 mg. of vitamin Bi2 on February 
17, 1949, 0.020 mg. on February 25 and then 0.020 mg. 
every other day beginning on February 28 for five con- 
secutive doses. The reticulocytes were never over 48 
per cent. The red blood cell count rapidly rose to normal 
levels and remained there. 

Concurrently, there was a rapid improvement in his 
symptoms except for the neurologic picture. Bone mar- 
row revealed a progressive conversion from megaloblastic 
to normoblastic regeneration within 48-72 hours. There 
was little neurologic improvement until March 19, 1949, 
when the Babinski response was not elicited. The 
deep reflexes became almost normally active and the 
finger-nose and heel-shin performances almost normal. 
The ankle jerks became active on May 6, 1949. There 
was no improvement in the vibratory or position sense 
in the lower extremities. He was discharged on May 
21, 1949. 

Case 6—O. A., an 81-year-old white man, said that 
in the latter part of December, 1948, he became ill 
with the “flu” and was in bed for several days. Two 
to three weeks later he noted anorexia, sore tongue and 
mouth, and moderate abdominal cramps, vomiting, and 
gaseous distention following meals. He had noted ex- 
treme weakness two to three weeks prior to admission 
and was unable to get out of bed. Dyspnea had been 
present for about two years. Pins and needles sensation 
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had been present for about one month, associated with 
difficulty in walking. 

The positive physical findings included pallor of the 
mucous membranes and skin, slightly icteric sclerae, 
atrophy of the lingual mucosa and glossitis. The neuro- 
logic examination revealed hypoactive reflexes, bilateral 
Babinski, stocking hypesthesia to pain and light touch of 
the lower extremities up to four to five inches above 
the ankles. There was some decrease in pain sensation 
to pin prick in the tips of the fingers bilaterally. Posi- 
tion sense was diminished 50 per cent in the upper 
extremities. This was interpreted as consistent with 
combined system disease. 

The blood count on admission was 1,800,000 with 8 
grams of hemoglobin. The mean corpuscular volume 
was 132 millimicrons and the reticulocytes 0.5 per cent. 
There was no free hydrochloric acid after histamine 
stimulation and the bone marrow revealed megaloblastic 
hyperplasia. 

He received 0.100 mg. of vitamin Bi2 on April 8, 1949. 
The reticulocytes reached a peak of 12 per cent nine 
days later. Fourteen days later the red blood cell count 
was over 3,000,000 and over 4,000,000 thirty-three days 
later. 

He showed a remarkable subjective response follow- 
ing the parenteral injection of vitamin Bie. Within 
two weeks this patient, very weak and unable to walk 
without assistance when admitted, was able to walk 
unaided and felt much improved. The bone marrow 
revealed a rapid conversion from megaloblastic to 
normoblastic regeneration within 72 hours. In this pa- 
tient, there was distinct change in the bone marrow 
within six hours after the institution of therapy. While 
there was very satisfactory subjective improvement, 
very little change was noted in the objective neurologic 
findings. He developed general malaise on May 15, 1949, 
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and a severe epididymo-orchitis, left, on May 20 with 
fever to 105° F. During this time the red blood cell 
count fell below 4,000,000. However, the red blood cell 
count rose to over 4,000,000 when the epididymo- 
orchitis subsided. 


SUMMARY OF CASE REPORTS 


Prior to treatment the erythrocyte counts of 
five of the six patients were less than 2,000,000, 
and in one patient 3,200,000. After the admin- 
istration of vitamin Biz, reticulocyte peaks from 
12 to 53 per cent were seen in the cases in 
which the initial erythrocyte count was less than 
2,000,000, and 4.8 per cent in the patient in 
whom the initial erythrocyte count was 3,200,- 
000. Reticulocyte peaks occurred from the third 
to the ninth day after therapy was instituted. 
All reticulocyte peaks except in Cases 5 and 6 
were higher than the expected range of responses 
for the erythrocyte levels when compared to the 
standards for potent liver extract prepared by 
Clark.!8 The data are presented in Table 1. 

After the initial injection of 0.025 mg. of vita- 
min Biz in Cases 1 and 2, the effect on the 
peripheral blood persisted for approximately 
twenty-five days after which the red blood cell 
count either began to fall or did not rise further. 
Following the initial injection of 0.050 mg. of 
vitamin B12 in Cases 3 and 4, the red blood cell 
counts rose steadily but began to fall approxi- 
mately fifty-five days later. Case 6 has not been 


TABLE 1 
HEMOPOIETIC RESPONSES TO THE INTRAMUSCULAR INJECTION OF VITAMIN Bio 
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under observation for a sufficient length of time 
to determine the duration of the effects of the 
initial injection of 0.100 mg. of vitamin Biz. 
The observations in Cases 1, 2, 3, and 4 indicate 
that the initial injection of 0.025 mg. and 0.050 
mg. of vitamin Biz exert effects on the peripheral 
blood equivalent to the injection of 25 and 50 
U.S.P. units of potent liver extract (refined) 
respectively. It would appear that 0.001 mg. 
(1 microgram) is approximately equivalent to 
one U.S.P. unit of refined liver extract. Follow- 
ing the second and third injections of vitamin 
Biz there were no significant rises in the reticu- 
locyte counts, and there were no significant rises 
in the red blood cell counts in Cases 2 and 4, 
but there were rises to normal levels in Cases 
1, 3, and 5 which remained at normal levels dur- 
ing our period of observation. 

Sternal aspirations were performed before and 
after the administration of vitamin Bue in all 
patients. All had a megaloblastic hyperplasia 
of the marrow before treatment. Serial sternal 
aspirations performed after the administration 
of vitamin Biz revealed a rapid conversion from 
a megaloblastic to a normoblastic regeneration, 
almost complete in forty-eight to seventy-two 
hours. A distinct change in the bone marrow 
picture was observed in Case 6 six hours after 
the injection of 0.100 mg. of vitamin Biz. 

The white blood cell counts were below 5,000 
and the platelet counts were below 200,000 
in all cases prior to therapy but reached normal 
limits within 3 weeks after therapy was begun. 


Two patients, Cases 4 and 6, with spinal cord 
lesions have shown varying degrees of improve- 
ment. Case 6 showed remarkable subjective im- 
provement in the ability to walk approximately 
2 weeks after the parenteral injection of vitamin 
Biz. This patient, very weak and unable to walk 
without assistance when admitted, was able to 
walk unaided and felt much improved and 
stronger. There was, however, little improvement 
in the objective neurologic signs during our 
period of observation. Case 4 showed remarkable 
subjective improvement but little if any improve- 
ment in the objective neurologic signs. Periph- 
eral neuritis, present to a minimal degree in all 
patients, showed moderate degrees of improve- 
ment in all within 4 to 6 weeks after the institu- 
tion of therapy. In none did it completely dis- 
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appear. Case 5, which we now believe to be one 
of multiple sclerosis, has shown no improvement, 

In all cases the injection of vitamin Biz was 
followed by rapid clinical improvement as mani- 
fested by increased appetite, strength, sense of 
well-being and mental alertness. Between the 
third and fifth day after the injection of the 
vitamin the patients stated that they felt stronger 
and that their appetites had improved. Sore- 
ness and burning of the tongue, present to vary- 
ing degrees in 5 cases, disappeared within four 
to five days after the institution of therapy. The 
atrophic glossitis disappeared and the papillae 
regenerated within five to six weeks. The gastro- 
intestinal symptoms were relieved rapidly. Five 
cases gained about twenty-five pounds each dur- 
ing our period of observation. The other case 
who was slightly overweight at the onset of treat- 
ment showed no weight change. No patient 
showed ill effects or allergic manifestations at- 
tributable to the parenteral administration of 
vitamin, Biz and the intramuscular injection of 
vitamin Biz was not painful. 


GENERAL DISCUSSION 


In 1932 Minot!? wrote that pernicious anemia 
should be treated on a quantitative basis like 
other deficiency states in order to fill the body 
with stores or a reserve supply of the anti-anemia 
principle. The liver of the pernicious anemia pa- 
tient in relapse has been depleted of this hemo- 
poietic substance. Treatment with liver extract 
or vitamin Biz builds up a store or reserve of 
hemopoietic substance in the depleted liver. 
Askey?° said that treatment, therefore, is true 
substitution therapy. He suggested, on the basis 
of inferential data, that the normal human liver 
stores from 150 to 225 U.S.P. units and that 
this figure should be about that lacking in the 
liver of the pernicious anemia patient in relapse. 
He referred to this as the storage deficit and said 
that 


“this, plus the amount needed immediately by the body, 
should represent probably a total bodily requirement of 
the liver principle of from 100 to 300 U.S.P. hemo- 
poietic units.” 

He suggested an initial dose to stock the liver 
followed by monthly maintenance doses to pre- 
serve an adequate storage of the anti-pernicious 
anemia principle in the liver. This should insure 


> 
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continuous normal storage with a normal amount 
of the liver principle available to the body at all 
times. We believe that such a plan would be 
desirable when using vitamin Bie. Accordingly, 
we believe that the initial injection of vitamin 
Biz should be between 0.200 mg. and 0.300 mg. 
in order to bring about normal storage of the 
anti-anemia substance in the liver, followed by 
injections of 0.030 mg. each month to maintain 
normal storage in the liver. We are in the process 
of studying the amount of vitamin Biz necessary 
to be given initially in order to correct this 
depletion. 

It has been difficult to evaluate accurately 
the response of the neurologic lesions. Some of 
the subjective improvement must be attributed 
to a correction of the anemia and to an improve- 
ment in the patient’s strength and general well 
being, rather than to specific effect on the 
neuropathy. It should be noted that there was a 
minimal response in the objective neurologic 
findings. It will be interesting to observe whether 
or not massive doses of vitamin Buz will bring 
about significant neurologic improvement when- 
ever there is an unsatisfactory response to the 
dosage regime suggested above. 


SUMMARY AND CONCLUSIONS 


(1) Six patients with pernicious anemia in 
relapse were treated with vitamin Bi2 parenter- 
ally in an effort to establish the minimal intra- 
muscular dosage of vitamin Biz which would 
effect an optimal hematological response, and in 
order to observe the results of vitamin Bi2 
therapy on the neurologic manifestations of per- 
nicious anemia patients in relapse. 

(2) Vitamin Biz produces satisfactory hemat- 
opoietic responses when given intramuscularly. 
All patients have shown hematological improve- 
ment. The reticulocyte response and erythrocytic 
response are comparable to that observed with 
the use of liver therapy. We believe that 0.001 
mg. (1 microgram) of vitamin Biz is approxi- 
mately equivalent to one U.S.P. unit of refined 
liver extract. 

(3) Bone marrow studies done serially on all 
six patients have shown that the change from 
megaloblastic to normoblastic type of regenera- 
tion may begin as early as six hours after the 
institution of vitamin Bi2 therapy and is almost 
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complete in 48 to 72 hours after the administra- 
tion of vitamin Biz in the amounts used. 


(4) The atrophy of the lingual mucosa and 
the glossitis in the 5 cases in which it was 
present showed complete disappearance of the 
glossitis within ten days, and of the lingual mu- 
cosal atrophy within 4 to 5 weeks. 


(5) The minimal peripheral neuritis present 
in 5 cases responded with moderate improve- 
ment within 4 to 6 weeks. The combined scle- 
rosis in 2 cases showed little change in the 
objective neurologic signs during our period 
of observation. There was, however, marked 
subjective improvement. Careful observation of 
additional cases will be needed before definite 
conclusions may be drawn concerning the effect 
of vitamin Biz therapy on the neurologic picture 
in pernicious anemia. 

(6) A plan of therapy designed to overcome 
the depleted reserves of the liver in patients 
with pernicious anemia relapse and to maintain 
adequate storage has been discussed. 
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CURRENT CONCEPTS IN THE CONTROL 
AND TREATMENT OF INTES- 
TINAL PARASITES* 


By W. L. Treutinc, M.D., M.P.H.t 
New Orleans, Louisiana 


As the science and art of medicine and public 
health progress, we frequently are inclined to 
embrace with avidity new methods and new 
programs at the expense of the old. Too often 
those problems which have been always with 
us are pushed into the background to be given 
only occasional consideration as duties. Dis- 
eases and infections that are spread through 
inadequate sanitation and lack of cleanliness 
belong to this category. We are inclined to 
chase after the newer, more exotic, unexplained 
diseases and those programs that have popular 
appeal, neglecting those that are well known 
to us and for which there are established control 
procedures. True, these infections like poor 
relations have been with us a long time but we 
have no right to gloss over them as poor rela- 
tions who will be with us always. As physicians 
and public health officials, it is necessary that 
we stop occasionally, take stock of our pro- 
grams, and rediscover those things that are still 
of importance as causes of much illness and 
economic distress. 


Infection with intestinal parasites is still a 


*Read in Section on Public Health, Southern Medical Associa- 
A eens Annual Meeting, Miami, Florida, October 25- 


tProfessor of Public Health Administration, Department of 
Tropical Medicine and Public Health, the Tulane University of 
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problem in the southeastern United States anj 
will probably remain a problem for some time, 
although it may be decreasing in intensity. The 
Rockefeller Sanitary Commission in 1910 began 
work in eleven Southern states specifically: 


“(1) To demonstrate to the people of the state thet 
hookworm disease was a reality; that it was a serious 
handicap; that it was curable and preventable. (2) 
To make an infection survey that should give a reliable 
estimate of the degree of infection by counties. (3) 
To make a sanitary survey which should show by 
counties the condition of soil-pollution responsible for 
the presence and spread of the infection. (4) To help 
the practicing physicians of the state in diagnosing the 
disease and treating it. (5) To make definite, measurable 
reduction in the degree of infection for the heavily 
infected areas; to make definite, measurable increase 
in the sanitary index of these areas. (6) If possible to 
help lay the foundation of a state and local health 
service that should in the end take care of hookworm 
infection and all other preventable diseases.”! 


For several years this commission was active 
in the eleven states concerned demonstrating 
that hookworm infection was a problem of con- 
siderable magnitude though one that could be 
controlled. The commission, in fulfillment of 
objective number six, assisted the states in the 
organization of full-time local public health 
services. The success of the efforts in this re- 
spect is perhaps its outstanding achievement. 
The foundation of our present public health 
organization was laid at this time. 

To measure the effectiveness of the programs 
begun by the commission, Keller, Leathers, and 
Densen? from 1930 to 1938 investigated the 
prevalence of hookworm infection in six of the 
states included in the original group. Their 
report includes also figures on prevalence from 
two other states not included in their personal 
investigations. Their findings indicate a de- 
crease in hookworm incidence of as much as 
50-80 per cent in the period following the work 
of the Rockefeller Commission. The proportion- 
ate reduction in prevalence varied from state 
to state and by areas within the states. Those 
areas and states in which climate and soil con- 
ditions are most favorable to hookworm develop- 
ment and spread had a smaller proportionate 
reduction in prevalence. The greatest reduction 
was in the areas in which climate and soil are 

most unsuitable. 


In the population groups surveyed they found 
the greatest incidence in school age children 
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and young adults (under twenty-five years of 
age); in these groups the incidence was greater 
in males than in females; and the total inci- 
dence and worm intensity was greater in whites 
than in Negroes. The continuing prevalence of 
hookworm infection in this section of the coun- 
try is verified by the large numbers of cases 
still being reported by the state health depart- 
ments in their annual reports. These numbers 
are more probably the number of individuals 
in whose stools hookworm eggs have been found 
by school surveys or otherwise and cannot be 
construed as the incidence of hookworm dis- 
ease. Since the early data collected did not 
include statistics on worm burden, the present 
status in this respect cannot be evaluated, 
though it is probable that the incidence of 
hookworm disease has shown a greater reduc- 
tion than that for hookworm infection. Keller, 
Leathers, and Densen? found that in the areas 
surveyed the large majority of hookworm infec- 
tions were mild, only one-fourth of those infected 
having moderately heavy worm burdens (over 
2,600 eggs per cc.). 

Hookworm disease is essentially an anemia 
and, all other things being equal, the severity of 
the anemia is a measure of the intensity of the 
infection. The anemia produced by hookworm 
infection is not characteristic but is the same 
as that produced by an iron deficient diet and 
by other conditions in which there is chronic 
blood loss. So the finding of hookworm eggs in 
the stool of an anemic patient of itself does 
not mean that hookworm disease exists, though 
the infection with hookworm may be contribu- 
tory. It has been suggested that a relationship 
exists between hookworm infection and disease, 
and diet. Cort and Otto® were able to demon- 
strate the development in dogs of immunity to 
the dog hookworm. Adequate diet played a role 
in the development and maintenance of this 
immunity in that immune animals became sus- 
ceptible when placed on a deficient diet, but 
immunity returned when adequate diet was rein- 
stituted. The development of similar immunity 
in humans has not been demonstrated but it is 
suggested that it is a likelihood from epidemio- 
logical data gathered from areas of high hook- 
worm infection. Hill and Andrews* recommended 
that hookworm control programs be aimed at 
the treatment of families of anemic individuals 
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under 20 years of age with egg counts of 5,000 
or more per cc. They recommended that iron 
therapy be given first to these patients and 
only after the hemoglobin had risen to a level 
satisfactory to them should anthelminthics be 
administered. Iron therapy alone is not suffi- 
cient to cure sufferers from hookworm disease. 
Payne and Payne’ found that treatment of 
anemic and hookworm infected rural school 
children in Puerto Rico with iron alone brought 
about a rapid and striking increase in hemo- 
globin, but did not result in the loss of the 
worms. The most satisfactory results were ob- 
tained by anthelminthic treatment supplemented 
by iron therapy. 

As already stated, not all individuals with 
anemia have hookworm disease even though 
eggs are found in the stool and certainly only 
a small proportion of persons infected with 
hookworms today in the South develop the clin- 
ical disease. Hookworm thus is but one of sev- 
eral factors, though an important one, responsi- 
ble for poor physical status in those areas where 
the parasite abounds. 


“Tt may be, therefore, that lasting control of hook- 
worm disease will not be achieved . . . until the ordi- 
nary procedures are supplemented by measures to im- 
prove the diet and to eliminate other conditions or 
diseases having debilitating effects on the population.”6 


While hookworm infection and disease are of 
great importance from a health and economic 
standpoint, I would not leave the impression 
that it is the only intestinal parasitism encoun- 
tered. Other helminths, Trichocephalus, Ente- 
robius, Ascaris, may and often do produce serious 
clinical symptoms but infection with them is of 
more importance to public health workers as a 
measure of insanitation and insanitary habits. 
Infection with Endamoeba histolytica, on the 
other hand, should give us more concern. 
Nickel’ estimated a probable incidence in Missis- 
sippi of 22 per cent based on routine examinations 
of stool specimens sent to the laboratory. Faust® 
estimates that the incidence figure in areas like 
the United States may possibly average as high 
as 20 per cent. A probable incidence as high 
as this of parasitism that may lead to serious 
illness is a public health problem of importance. 
The diagnosis of amebiasis is not easy nor is the 
therapy certain though these are the objects of 
much research. 
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The solution to the problem of intestinal para- 
sitism rests mainly in prevention and control 
through sanitation rather than treatment. The 
incidence of disease due to the hookworm is 
decreasing especially in those areas in which 
active programs for control exist. The opposite, 
however, may be true with regard to amebiasis. 
The true extent of this infection is not known 
nor is it known with what frequency symptoms 
or illness is caused. The improvement in general 
health status of individuals, especially nutrition 
and dietary habits, probably is of considerable 
importance in the reduction of illness, including 
that caused by intestinal parasites. The empha- 
sis now should be on the reduction of over-all 
incidence rather than the location and treat- 
ment of individual cases of disease. Theoreti- 
cally, these infections, like other filth-borne dis- 
eases, could be completely eradicated. The cause 
is known; the mode of transmission is clearly 
defined. It is only the fact that we are dealing 
with humans and their lifelong habits that makes 
the problem difficult. 


Hookworm infection is of little or no import- 
ance in urban communities and communities 
with public sewage disposal systems. But infec- 
tions with Ascaris and Enterobius occur with 
surprising frequency in these same communi- 
ties. The simple provision of sanitary excreta 
disposal, therefore, is not the total answer to 
the control of helminthic infections. Improve- 
ment in sanitary habits is of equal importance. 
Amebiasis may and probably does occur as fre- 
quently in urban as in rural populations. Habits 
and supervision of sanitation of foodstuffs and 
food outlets play a big part here. In a clean 
population, living in a sanitary environment, 
intestinal parasites should disappear. 

Our job then is to point out the need for 
sanitary facilities and to assist families and 
communities to obtain them. But it does not 
stop there, for too often have we seen sanitary 
privies used for purposes other than those for 
which they were intended. The biggest part 
of the job is in education, first that the popu- 
lation may want sanitary conveniences and sec- 
ond that it may use them properly. 

There are areas in each of the Southern states 
in which intestinal parasitism is still a major 
health problem. An adequate program should 
consist of defining the extent of the problem 
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in these areas and concentration on sanitation 
and sanitary education. Treatment should be 
provided to those found infected but this should 
be only one phase of the program and not the 
whole. Lasting control will come only through 
work towards the provision of a sanitary en- 
vironment along with the treatment phase. Our 
rural areas are in need of this type of program 
and it is our duty as physicians and health 
workers to help them obtain it and its benefits, 
Sanitation is basic to general health. 


No new concept is mentioned here. I know of 
no new ones. I feel, however, that these old 
ideas and functions of health departments stand 
in need of restatement and emphasis. They are 
still the cornerstone of public health. 
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DISCUSSION (Abstract) 


Dr. Albert V. Hardy, Jacksonville, Fla—I am glad 
to have the opportunity of discussing a problem which 
is truly a cornerstone of public health. I shall limit 
comments to two problems, the major ones to which 
Dr. Treuting gave attention, hookworm infestation and 
amebiasis. 


First, it warrants emphasis that ‘“hookworm” is still 
a problem. In general examinations of school children, 
which are still carried out frequently in Florida schools, 
in certain areas, 60, 70, or 80 per cent of the children 
are found by single examinations to be infected. Fur- 
thermore, laboratory procedures, which give a rough 
estimate of the intensity of infestation, indicate that a 
significant percentage of these children have a fairly 
heavy worm burden. 

The emphasis in public health at the present time is 
not alone on disease prevention; it is also on attaining 
optimum health. Certainly no child that has even a 
light infestation is being helped toward optimum health. 
We at least should give the child a fair opportunity, 
without handicaps, to attain optimum health. We still 
have a problem in hookworm infection. 

There is need to encourage physicians, and even 
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health officers, to think clearly concerning the problem. 
As physicians, trained in infectious diseases, we naturally 
tend to think in terms of bacterial infections; if a few 
organisms are acquired, they may multiply to many. 
It is difficult to adjust thinking to an infection which 
will automatically disappear in the individual if reinfes- 
tation is prevented. Hookworm infection is self-limited 
because the parasites, in time, will become aged and die. 

There are two approaches to this problem. That to 
which most emphasis was given earlier was the exami- 
nation particularly of children, and treating all found 
to be infected. It is the feeling of many of us in 
Florida that this has been done over and over again 
without the desired progress in eradicating the infec- 
tion. The emphasis has properly changed to prevention, 
and certainly, as health officers, there is no difficulty 
in our agreeing that prevention is far more important 
than treatment. However, I hope that we shall avoid 
the danger of letting the pendulum swing too far. There 
must still be a fair balance between prevention and 
diagnosis and treatment. It is not a matter of one or 
the other. Actually, we should recognize that both are 
needed. 

Naturally, I view this problem from the point of 
view of the laboratory. It would be a tremendous 
task for the laboratory to provide the amount of diag- 
nostic tests for these parasitic infestations that might 
be called for, or actually might be needed. We need 
more than we are able to provide at the present time. 

There should be a little more selection of the cases 
which are to be examined. It is our responsibility in 
the laboratory to make diagnostic services available 
when needed. It is a responsibility of the person in 
the field to ask for laboratory diagnosis only when 
it is needed. If we can work together on that basis, 
I believe we shall agree that the child who is below 
par, the child who is found to have anemia, should 
be examined. It is too easy in the field to pass out 
bottles to every child in a room without any selection 
whatsoever, and I suggest that this practice is not fair 
to the laboratory. 

These examinations, of course, should not stop in the 
school; the finding of an infested child, particularly a 
heavily infested child in the school population, indi- 
cates the need for appropriate investigation of the family 
as a Whole. It indicates the need for considering whether 
the sanitary facilities in that family are appropriate. 
Thus, I suggest that by selective examinations of school 
children, by following up those children found to be 
positive and examining family units, by doing every- 
thing possible to make certain that adequate sanitary 
facilities are available for that family unit, we should 
be doing a good public health job, probably with re- 
sources that are within our reach. 


There is a question that I should like to ask because 
it troubles us. When should a child who is found 
positive for hookworm be treated? We have adopted, 
on Dr. Marion Hood’s recommendation, a simple pro- 
cedure of giving a rough estimate of the intensity of 
the infection in the child. Should a child with a light 
infection be treated? 


WRIGHT: EMERGENCY TREATMENT OF FRACTURES 


687 


Turning to the problem of amebiasis, the tragic situa- 
tion in the Chicago outbreak of amebic dysentery was 
that the roughly 100 deaths were, largely, the result of 
defective diagnosis or delayed diagnosis. Too much 
emphasis cannot be given to the importance of improv- 
ing the diagnosis of amebiasis. 


The public health laboratory is poorly situated to 
handle the laboratory diagnosis of acute amebiasis. 
This should be done in the hospital or clinical labora- 
tory closely adjacent to the patient. But laboratory 
workers generally are not well prepared to handle the 
laboratory diagnosis of amebiasis. We are trying in 
Florida to make available educational opportunities 
which actually will prepare technical workers to do 
reliable diagnostic work in amebiasis. We could not 
have done what we have done without the interest and 
participation of the Communicable Disease Center of the 
Public Health Service in Atlanta. We have had three 
short technical courses, each of one week, in different 
areas of the state. The important problems in the 
laboratory diagnosis of parasitic diseases were pre- 
sented. It has been most gratifying to see the eager 
response of the technicians. They want to do better 
work. We need only to make educational opportuni- 
ties available to them. Much more needs to be done 
along this line. 


Dr. Treuting (closing) —Dr. Hardy has emphasized 
those points in the whole picture of the control of 
intestinal parasites that need emphasis. He has raised 
the question, “When should a child be treated?” The 
answer is not easily arrived at because of the many 
factors to be considered. It is important, however, 
that each of us give serious thought to this question 
in planning programs for the control of intestinal para- 
sites. 


EMERGENCY TREATMENT OF 
FRACTURES* 


By Peter B. Wricut, M.D. 
Augusta, Georgia 


Fracture cases demand emergency treatment, 
initial splinting, and proper transportation. 

There are no statistical records to enlighten 
us on how much damage is done in transporting 
the injured. Lives have been sacrificed, limbs 
lost and simple fractures converted into com- 
pound fractures because of the inexperienced 
and unnecessarily rough handling of patients. 


We of the medical profession must be enough 
concerned with principles governing the injured 
to pass the essential facts on to the public in 


*Read in Section on General Practice, Southern Medical Asso- 
ciation, Forty-Second Annual Meeting, Miami, Florida, October 
25-28, 1948. 
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general, and to ambulance attendants in par- 
ticular. 

There should be laws making it mandatory 
that those who transport the injured shall be 
properly equipped and qualified. Each ambu- 
lance should have Thomas arm splints, Thomas 
leg splints, ladder splints and the necessary 
equipment for their application. 

The ambulance business generally has been 
taken over by morticians who furnish only a 
driver and another stretcher bearer, neither of 
whom have had the necessary training. 

We should voluntarily give courses in first 
aid and splinting to ambulance attendants, po- 
lice, firemen, Boy Scouts and Girl Scouts. 

Motion pictures that give a concise descrip- 
tion of the principles of handling the injured 
are available. Members of all of the above 
groups should be shown these movies. 

Too often a patient is deprived of his only 
chance of recovery by being thrown into an 
automobile and rushed to the hospital. Unfor- 
tunately, this same thing happens to patients 
who are transported in ambulances with inex- 
perienced attendants. This is a real example 
of false security. 

An accurate history of the accident reveals 
invaluable information. Should, for instance, a 
person be jack-knifed, he may have a crush- 
fracture of a vertebral body or bodies, with an 
intact anterior longitudinal ligament, and can 
be hyperextended safely. However, if the injury 
hyperextended the spine forcefully enough to 
fracture vertebrae, the anterior longitudinal liga- 
ment will probably be torn, and, if hyperex- 
tended, the spinal cord may be transected or 
damaged. 

Traction obtained by the Thomas splint pre- 

*vents muscle spasm and overriding of the frac- 
tured bone ends. The splint properly applied 
gives adequate immobilization and assures that 
no further damage will be done in transporta- 
tion. If improperly splinted, the sharp bone 
ends may sever a vessel, penetrate some impor- 
tant structure or may pierce the skin. 

Determination of circulation below the frac- 
ture site is imperative. The circulation is too 
often embarrassed by improper splinting. 

In fractures of the lower third of the femoral 
shaft, the knee must be flexed, as the calf 
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muscles in extension pull the distal fragment 
into the popliteal space which compresses the 
artery. A pillow under the knee is sufficient, 
provided too much traction is not exerted. | 
personally have seen two limbs lost because of 
improper splinting of fractures in this location, 

A fracture should be splinted at the scene 
of the accident and transportation of the pa- 
tient prohibited until this has been done prop- 
erly. 

While the general practitioner may not be 
especially interested in the care of fracture 
cases, it is he who is called upon to treat the 
majority of these patients. 

Therefore, the general practitioner has a defi- 
nite obligation to the public and to the medical 
profession, and must render himself capable of 
managing these emergencies. 


There are certain inviolable rules governing 
the care of fracture cases with which we must 
be completely familiar. 

A fracture case should be viewed from the 
standpoint of the individual’s reaction to an 
injury. His general condition demands first con- 
sideration. There may be more important in- 
juries than the fracture. An adequate but gentle 
survey of the patient must be made not only 
for complications, but also in a search for other 
injuries. It is not necessary to completely un- 
dress the patient, nor is it necessary to move 
him much in order to obtain pertinent facts. 

I know of a patient who had compound frac- 
tures of the mandible, femur and humerus 
which were obvious, and also a fractured pelvis 
which was not noticed until three days later, 
when an x-ray was made for study of the gas 
pattern because of ileus. He could have had 
an unrecognized bladder injury. 

Hemorrhage, if visible, is obvious. However, 
a patient may bleed into a hollow viscus or body 
cavity, and into severely damaged muscles. 
Blood loss must be recognized, and the deficit 
made up with whole blood as soon as possible. 

While glucose and plasma make up blood 
volume temporarily, they are not substitutes for 
whole blood. They should be administered only 
with the idea of tiding the patient over the 
usual half-hour that is required for blood match- 
ing. Blood volume must be maintained. 

Visible hemorrhage may at times be controlled 
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by pressure dressings. If this is not possible, a 
tourniquet must be used. The tourniquet should 
not be left on too long. Should the require- 
ment be lengthy, it should be released hourly, 
and allowed to remain released until pulsa- 
tions are felt below it. It may then be tight- 
ened, preferably, at a slightly different level. 


Shock is the most serious immediate compli- 
cation, and the most frequent cause of death 
in fracture cases. Differentiation between pri- 
mary neurogenic shock and surgical shock must 
be made. The recumbent position is usually the 
only necessary treatment for neurogenic shock. 
On the other hand, surgical shock requires much 
definitive treatment. 


If shock is profound, there will be capillary 
stasis. The subcutaneous administration of mor- 
phine or other drugs will not get into the circu- 
lation if this condition exists. Therefore, medica- 
tion must be given intravenously. 


Plasma is indicated in shock without blood 
loss. 

The patient should be kept warm, but not 
sweated. Heat produces peripheral vascular dila- 
tation and an increase of fluid loss. 

If the patient shows signs of respiratory diffi- 
culty with a pulse rate of 120, or is cyanotic, 
oxygen should be given in high concentration. 

Lowering the patient’s head 10 to 15 degrees 
is also indicated, as this puts blood where it is 
most needed. 

The treatment of shock and hemorrhage is 
by far more imperative than the treatment of 
the fracture. 

A fracture may be complicated by associated 
injuries to the central nervous system, or to the 
peripheral nerves. Such associated injuries must 
be recognized. 

_The most frequently overlooked peripheral 
ierve injury is that of the radial nerve in frac- 
fares of the middle third of the humeral shaft. 
The wrist drop goes unnoticed frequently be- 
use the patient, in supporting the extremity, 
iso supports the wrist drop. 

‘Injuries to blood vessels are not uncommon. 

e circulation to the injured limb should be 
studied and watched closely. A hematoma from 
#ruptured artery develops quickly and requires 
aitention. 


WRIGHT: EMERGENCY TREATMENT OF FRACTURES 689 


A hematoma from a ruptured vein develops 
slowly and is not usually serious. These two 
types of hematomata must be distinguished from 
each other, and the necessary treatment pro- 
vided. 

Fractures of the pelvis may have associated 
injuries to the urethra or urinary bladder which 
demand priority of treatment over the fracture. 
It is extremely important that a urine specimen 
be examined for the presence of blood in pelvic 
fractures. If a specimen cannot be obtained 
by voluntary voiding, the patient must be cath- 
eterized. 

Volkman’s ischemic paralysis is one of the 
most disastrous and serious complications of 
supracondylar fractures of the humerus in chil- 
dren. With our present knowledge of fracture 
treatment and our anatomical understanding of 
disturbed relationships, this condition should be 
extremely rare. However, patients with con- 
tracted and useless forearms and hands continue 
to present themselves. While Volkman’s paraly- 
sis may be due directly to the injury, we must 
admit that in most instances it is a complica- 
tion of treatment. 


The usual supracondylar fracture in children 
is of the hyperextension type. The sharp lower 
end of the proximal fragment is forced into the 
antecubital fossa. This may obstruct or damage 
the brachial artery. 


Even though structures are anatomically re- 
placed, there may have been sufficient damage 
to smaller arteries with hemorrhage beneath the 
deep fascia which will cause secondary circu- 
latory embarrassment. Subfascial tension must 
be relieved. 


Splints and casts that are improperly applied 
may cause Volkman’s palsy. 


Traumatic arterial spasm, if allowed to per- 
sist, will also result in muscle ischemia. Stellate 
blocks usually control this complication in the 
upper extremity, paravertebral blocks in the 
lower extremity. Should these blocks fail to 
produce a good peripheral circulation below the 
site of injury, resection of the injured portion 
of the artery should be performed. 

In fracture dislocations of the ankle, the blood 
supply to the foot is markedly diminished be- 
cause of the deformity. This deformity must 
be reduced early. Any acute angulation must. 
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be corrected. Vessels are angulated when there 
is gross bony deformity. 

Never splint a fracture until the deformity 
has been reduced and the circulation reestab- 
lished. 

Do not fail to give tetanus antitoxin in cases 
of compound fractures. 

Gas gangrene should be anticipated in com- 
pound fractures and in simple fractures with 
extensive damage of soft tissues. Routine admin- 
istration of gas gangrene antitoxin is indicated, 
but it is by no means to be relied upon as a 
preventive of this condition. Constant observa- 
tion of the patient and of the injured part is 
imperative in order to determine when surgical 
interference is necessary. 


A frequently unappreciated complication of 
fractures in children is injury to the epiphyses. 
Although reduction may be perfect, and splin.- 
ing adequate, there may be deformities later 
due to growth discrepancies. Parents should be 
forewarned of this possibility. 

When growth irregularity is recognized early, 
it can be managed by orthopedic measures and 
so treated that little or no residual deformity or 
impairment of function results. 


Since the advent of metals which cause little 
or no tissue reaction, there has been an increas- 
ing number of open reductions. Open reduc- 
tions are not often indicated. I cannot agree that 
an open reduction should be performed for 
some of the accepted reasons. To shorten the 
period of hospitalization is not sufficient grounds 
for such procedures. To relieve the doctor of 
painstaking supervision of traction and splints 
cannot be accepted as an indication for subject- 
ing a patient to a major operation. 

Open reduction of fresh fractures of the middle 
and upper thirds of the shaft of the radius and 
of the lower third of the shaft of the tibia may 
deprive these bones of enough blood supply and 
osteogenic material to cause nonunion. 

A properly applied plaster cast can be wedged 
to overcome most deformities of the extremities. 
In fact, we use this method for reducing many 
fractures. We know that this procedure has 
saved many a patient an open reduction. 

Pin traction may be required occasionally, 
and, when needed, we should not hesitate to 
use it. When plates are used, they must pro- 
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vide fixation. They should be long enough to 
assure support and not be short and inadequate. 
Recently we admitted a girl who had six months 
previously received a compound fracture of the 
midportion of the femoral shaft. An open reduc. 
tion was performed. A most inadequate meta] 
plate was used. Six months after the operation 
there was no evidence of healing and there was 
considerable lateral bowing. When the plate 
was removed, an abscess containing approxi- 
mately 250 cc. of pus was found surrounding 
the bone at the fracture site. 

We also recently admitted a girl who several 
months previously received a simple fracture of 
the shaft of the humerus. She was subjected 
to an open reduction and the fragments were 
fixed with an inadequate plate. She was also 
unfortunate enough to have her radial nerve 
injured during the operation. When her cast 
was removed, there was nonunion and a com- 
plete radial nerve paralysis. She could have 
been- treated by closed reduction and hanging 
cast. 

There is forever with us the danger of surgery 
and the possibility of infection. There are some 
bacteria which do not succumb to sulfa drugs, 
penicillin or streptomycin. 

When metal fixation is applied, it should be 
removed after it has served its purpose: that 
is, when sufficient union has been established. 


Necrosis of bone and pathologic fracture do 
result from constricting fixation such as the 
Parham and Collins bands. They should be re- 
moved. 

There are splints on the market designed for 
certain fractures. These splints should be used 
for immobilization after reduction, or for sec- 
ondary splinting after callus formation. They 
are not to be used for the purpose of reduction. 
Splints do not reduce fractures. 

The treatment of fractures should be based 
upon accurate reduction and adequate immobili- 
zation through a period of time necessary for 
bony union. 

Casts and splints must extend far enough 
above and below the fracture to assure adequate 
immobilization, but should allow freedom of mo- 
tion in the other joints, especially the fingers. 

Fractures should be reduced under general 
anesthesia. 
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Suction should at all times be available when 
general anaesthesia is used. Let us not be un- 
mindful of aspirational drowning. 

Be familiar with muscle influence which de- 
cides the position of the short and uncontrollable 
fragment. 

The plan of treatment should be devised from 
a careful study and appraisal of the original 
x-rays. 

If the deformity is not too great, and is 
compatible with good function, the fracture 
should be splinted without effort toward reduc- 
tion. Impacted fractures of the neck of the 
humerus and femur, in reasonably good position, 
should be left alone, as disimpaction will only 
further damage the blood supply and favor 
aseptic necrosis. 

On the other hand, impacted fractures of the 
lower end of the radius with posterior displace- 
ment of the lower fragment must be disimpacted 
and the relations established as near normal as 
possible. This is one of the most frequent 
fractures and probably one of the most neglected. 
If reduction is poor, painful hypertrophic changes 
will result, and there will be a permanent disa- 
bility. 

X-ray examination will give an accurate pic- 
ture of the bony injury and displacement. X-rays 
should be made when the patient’s general con- 
dition will warrant. X-ray examination does 
not have priority over treatment of hemorrhage 
and shock. They should be made in at least 
two directions, anteroposterior and lateral, be- 
fore and after reduction. Follow-up x-rays are 
equally important. 

If continuous traction is used, it must be suffi- 
cient to stretch the muscles the necessary amount 
within the first twenty-four to forty-eight hours. 
Do not wait until spastic muscles become con- 
tracted muscles. 

Immobilization and rest are essential in the 
proper treatment of fractures. However, if con- 
tinued too long, there will be excessive atrophy 
of muscles and unnecessary decalcification of 
bones. Joints which are immobilized too long 
will become stiff and develop disuse arthritis. 
When muscle atrophy and disuse arthritis are 
allowed to develop, they will prove to be more 
disabling than the original injury. 


Early mobilization assures suppleness of the 
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muscles and joints, improves the circulation and 
nutrition of the tissues and relieves muscle 
spasm. 


Physiotherapy has a very definite place in 
fracture treatment, and, if properly used, can 
be of great value. On the other hand, if used 
unwisely, it can do much harm. 


It is my sincere hope that the care of frac- 
ture cases will be taken in a more serious light 
by both those who transport them and by those 
who treat them. 


DISCUSSION (Abstract) 


Dr. Karl Reid Rolls, Sarasota, Fla—I should like to 
hear Dr. Wright discuss the use of local and general 
anesthesia for reductions. 


Dr. Wright (closing)—As to the use of local anes- 
thesia in reduction of fractures, I do not like to put 
procaine into a hematoma. I have done it: I have seen 
excellent results, but I have also seen very bad results. 

If local anesthesia is to be used, I much prefer a 
block of the extremity. I like a field block but do 
not put procaine into the fracture site. Of course, if 
it is done under the most aseptic conditions, with per- 
fectly sterile solution, then theoretically there is no 
danger in it. However, general anesthesia relaxes the 
muscles. We do not relax muscles with local infiltra- 
tion into the hematoma. They must be relaxed in order 
to get a good reduction. 

In Colles’ fracture and a few of the fractures in 
which it is not necessary to overcome muscle power, 
infiltration may be considered. But good relaxation is 
essential to good fracture treatment. 


THE USE OF WIRE SUTURES IN 
COMPOUND WOUNDS* 


By R. H. Bett, A.B., M.D., F.A.C.S. 
Palestine, Texas 


Increasing emphasis is being given by thought- 
ful surgeons to the choice of suture materials in 
special situations in surgery. This is a healthy 
indication of progressive thinking. No longer 
should one be satisfied with trying to make one 
suture material fit all conditions. A case in 
point is the indicated usage of metallic sutures, 
chiefly alloy steel wire, in compound or trau- 
matic wounds. There is much evidence to sub- 


*Read in Section on Orthopedic and Traumatic Surgery, 
Southern Medical Association, Forty-Second Annual Meeting, 
Miami, Florida, October 25-28, 1948. 
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stantiate the theorem that alloy steel wire, and 
perhaps other wires, offer definite improvement 
over other suture materials in traumatic wounds 
or to be more inclusive, seriously potential or 
actually infected wounds. Of course, any wound 
may become infected but some are much more 
likely to become so than others and the infec- 
tion, if it does occur, is of much more serious 
import in some than in others. Traumatic 
wounds, especially those involving compound 
fractures or in which tendons are severed, are 
illustrative cases. 

Alloy steel wire (18-8, containing approxi- 
mately 18 per cent nickel, 8 per cent chromium, 
2 or 3 per cent molybdenum, small amounts of 
manganese, carbon and silicon and the remainder 
iron) has much to recommend it as an almost 
ideal suture material in traumatic wounds. It is 
nearly completely inert in body fluids; therefore 
the tissue reaction to it as a foreign body is 
exceedingly small. It will remain in the body 
indefinitely without perceptible change in physi- 
cal character. When a wound in which wire has 
been used is reopened the wire in the tissue looks 
exactly like new unused wire. It is bright and 
clean. The wire in the tissue is surrounded by 
fibroblastic tissue of healthy nature. This repre- 
sents the normal tissue reaction to this foreign 
material. Because of its lack of reaction to tis- 
sues it does not cut out readily. The reason su- 
tures cut out of tissues which were firm and 
strong when the sutures were placed is that 
the tissues become inflamed, swollen and per- 
haps infected so that the sutures more readily 
cut through this weakened tissue. The more 
inert the suture material, therefore, the stronger 
the tissues will remain due to lack of inflam- 
matory processes. Preston,! Nixon,? the author® 
and others have previously shown the superior 
wound healing in cases in which alloy steel wire 
was used in comparison with other suture ma- 
terials. Pratt,* who has had wide experience 
with the use of wire, recently re-emphasized its 
use in tendon repair. Babcock,’ of course, first 
advocated its use. Its tensile strength is very 
great, so much so that a strand no larger than 
a fine hair has a tensile strength of some two 
and one-half to three pounds. It can therefore 
be used in very small sizes. Its very character- 
istics make for uniformity and therefore all sizes 
of the same caliber can be counted upon to be 
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uniform in tensile strength which cannot be said 
for silk and cotton or catgut, the other widely 
used suture materials. It will withstand repeated 
boiling or autoclaving without loss of tensile 
strength or disturbance of it. It cannot become 
infected itself and hence cannot become a niduys 
of infection under any circumstance. It will not 
break easily unless kinked in handling which 
leads to its being used in such a manner as to 
be removable in deep tissues, a point well demon- 
strated by Bunnell® in tendon suturing. Physi- 
cally the knots seat well and firmly so that when 
tied in square knots one is able to cut directly 
on the knot without danger of its becoming 
untied or breaking. Alloy steel wire is very 
cheap and is readily available in quantity. 

Genkins’ reported that the use of wire sutures 
in the Babcock Clinic Accident Dispensary re- 
sulted in a larger percentage of accident wounds 
healing per primam. He further stated that there 
was no attempt by the tissues to extrude the 
foreign body wire in septic cases. The author 
has become completely convinced of the truth 
of this observation in his ten years’ experience 
with wire as a suture material in general sur- 
gery. Jones® reported similar observations. 

Several precautions must be observed in the 
use of wire. Care must be taken to see that 
it does not kink, for this will cause a ten- 
dency to break at the kinking point when 
placed under tension, if any should occur. It 
is important that all knots be tied squarely 
and the wire be cut exactly on the knot so that 
sharp ends of the wire do not protrude to prick 
either surrounding tissue or the finger of the 
operator. In an infected wound one could 
inoculate himself by a prick from a sharp end 
of wire. The wire sutures are unyielding and 
so must not be placed tightly. If they are 
placed tightly and there be subsequent swelling 
of the part, the sutures will, of course, cut 
through this swollen tissue. 

Alloy steel wire for the repair of severed 
tendons in traumatic wounds approaches closely 
to the ideal of suture material for several rea- 
sons. In this type of reconstruction it is impera- 
tive that a minimum of tissue reaction be set 
up in the repair process, because if adhesions 
form they may be instrumental in causing loss 
of function even if the tendon itself unites firmly, 
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by preventing the tendon’s free movement in 
the tendon sheath. Wire is nearly perfect in 
minimizing this reaction. The same may be said 
for keeping down infection in the suture material 
itself. The wire may be tied and left in place as 
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a non-absorbable suture (Fig. 1), as in any 
such technic, or it may be used as advocated 
by Dr. Bunnell in his monograph, referred to 
above, in which he places the wire in such a 
manner that by use of a pull-out wire the su- 


. 
TENDON 
TENDON § 
. 


Fig. 1 
Illustrating the suturing of nerves and tendons leaving the sutures intact permanently. The nerve is being approximated by 
simple right angle, anand stitches. The needles are being placed in the distal end of the severed tendon which requires 
only the two stitches for adequate approximation. The proximal 
several cross stitches to hold this muscle pull. 


end of the tendon, to which the muscle is attached, requires 


49 
4 
id 
ly 
ed 
ile 
ne 
lot igs 
to 
en 
tly 
ing 
ry 
res 
nds 
ere 
the 
hor 
‘uth 
nce 
NERVE 
the 
that NERVE 
ten- 
i= 
rely 
that 
yrick 
the 
‘ould 
end 
and 
are 
cut 
e set 
sions 
loss 
rmly, 


694 


tures may be removed after time has been 
allowed for firm tendon healing. This time 
interval is usually three weeks. Wire can be 
used for the pull-out technic because of its great 
tensile strength and because it will not lose this 
tensile strength even when left in the tissues for 
long periods of time. The size of wire to use 
depends, of course, on the size and location of 
the tendon to be repaired. For tendons in the 
hand, size 35 (.0056 inches) is usually large 
enough and for larger tendons, sizes 32 (0.008) 
to 30 (0.010).* 


The method of using the pull-out stitch 


*The wire may be bought from almost any surgical supply 
house. I buy mine in Philadelphia. 
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technic follows: a piece of size 35 wire about 
twelve inches long is selected and a straight 
needle threaded on each end. One needle jg 
passed directly through the tendon about three. 
fourth inch from the severed end of the one to 
which the muscle is attached. It is passed back 
and forth through the tendon and finally brought 
out through the end of the tendon. The other 
threaded end is similarly treated and brought 
out through the end of the tendon. Before these 
sutures are pulled taut, the pull-out wire js 
passed under the loop formed by the above 
described process. It is threaded on a Cutting 
needle so that both its cut ends can be carried 
out through the skin and taped down unt] 
time to remove the suture in the tendon. The 


Fig. 2 
Showing a method of using the pull-out technic for removal of the suture materia! from a tendon in the hand. A button 
has been placed between the fingers through which the suture has been tied. The pull-out wire will be taped to the skin 


until time for removal of the suture. 
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two suture ends are passed longitudinally down 
the distally cut end of the tendon for one or two 
inches and on out through the skin at the site 
elected which, in the hand, may well be between 
the fingers. A button or shot will hold the ends 
until time to remove the sutures (Fig. 2). Many 
modifications of this basic technic may be de- 
vised. If one wishes he may put in a few 
right angle interrupted sutures of fine wire, sizes 
38 to 40, to approximate the tendon ends more 
closely. These sutures are of course left in situ 
permanently. 


It is preferable in traumatic wounds as well 
as in all other wounds not to combine wire with 
other suture materials, for to do so loses all of 
the advantages of the wire. The bleeders should 
be tied with size 38 wire usually, or size 35 if 
the vessel is large, or requires transfixion. 
Fascia or other dense tissue is sutured with 
appropriate sizes. A further word of caution 
is in order to assure that the sutures are loosely 
placed. It is necessary only to approximate the 
tissues for their proper healing and one should 
not strangulate them. Needless to say all su- 
tures should be interrupted. The wire may be 
placed in severed or torn muscle but one is re- 
minded that in most cases muscles do not require 
any suturing at all to insure good union and 
subsequent good function. The proper position 
of the extremity or part, and repair of the 
fascia, if indicated, are usually quite sufficient. 
Excess suturing is harmful no matter how in- 
ocuous the material used may be. Tendons may 
be sutured to bone or bones themselves sutured 
with wire although there are very few indications 
for suturing bones with wire. Stuck? says about 
the only use of wire for suturing bone is in 
repair of fractures of the patella. Otherwise, 
vitallium plates or screws are preferable. 


It goes without saying that wire will be used 
in closing the skin of the traumatic wound. 
Small bite, interrupted stitches, loosely placed 
are best. It makes no difference how long the 
stitches are left in place under a cast, for they 
will not irritate the skin. Care should be exer- 
cised to protect the cut ends, if left long, that 
they will not prick the skin. A good way to 
avoid this is to tie a loop of wire beneath all 
of the sutures then cut all sutures on the knots. 
The loop will be useful then in finding the short 
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sutures to remove them at the proper time. 
(Fig. 3). 

Very fine alloy steel wire, sizes 38 to 40, has 
no equal in my experience in the repair of lacera- 
tions about the face and elsewhere where it is 
desirable to minimize scarring. The almost com- 
plete lack of irritation to the skin permits a 
minimum of reaction and subsequent scar for- 
mation. Tantalum and zirconium have the same 
non-irritating properties. 

Tantalum is nearly inert in the tissues. It is 
more difficult to handle technically, especially 
if it is used braided. The strands make it diffi- 
cult for the nurse to thread and time is lost. 
If the annealed wire is used this difficulty is 
obviated. However, I think the cut ends are 
sharper than those of alloy steel wire. The 
principal objection to tantalum is its cost. Three 
hundred feet of it costs about $5.50 in size 40, 
whereas the same amount of money will buy two 
miles of alloy steel wire. 


< 


Fig. 3 
Loop under stitches to facilitate their removal. 
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Zirconium, a princely metal, may later replace 
alloy steel wire if scientists actually produce the 
cheap refining methods they claimed in June of 
this year. At that time it was claimed that the 
metal could be refined for $20.00 a pound in- 
stead of the present $250.00 per pound, and that 
later it might be produced for $5.00 a pound. 
Like tantalum, it is a pure metal and not an 
alloy and is probably more inert than any metal 
yet used. It has much promise if the cost is re- 
duced as suggested. Zirconium is much lighter 
than tantalum (about two and one-half times) 
and is equally inert. Bates!° and his coworkers 
think it has much promise. 


Campbell e¢ alii investigated the use of wrought 
ticonium (an alloy of nickel, cobalt, chromium 
and molybdenum) and found it as inert in dogs 
as vitallium. I have seen no report of its use 
clinically. 


SUMMARY 


(1) The advantages of alloy steel wire in 
traumatic wounds have been reviewed. They 
include: lessened irritation to tissue, great ten- 
sile strength, allowing use of very small sizes of 
suture material, inability to act as nidus of infec- 
tion, uniformity of size, and good seating of 
knots. 

(2) Some descriptions of its use in tendon 
repair with reference to the pull-out wire tech- 
nic have been presented. 


(3) Some comparisons with tantalum and 
zirconium have been made. 
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HERPES ZOSTER: TREATMENT WITH 
CHLORAMPHENICOL* 


By Lewis Mercer Dawson, M.D. 
and 
Harotp E. Simon, M.D. 
Birmingham, Alabama 


INTRODUCTION 


The treatment of herpes zoster has hereto. 
fore been very unsatisfactory. Since its etiologic 
agent is a virus,! it was thought that chlor. 
amphenicol? might be of value as a therapeutic 
agent, and six cases were treated with this 
antibiotic, four during the acute stage and two 
with postherpetic neuritis. 

ACUTE HERPES ZOSTER 


Case 1—Mrs. J. M. G., aged 58 years, was seen on 
April 14, 1949. Lesions typical of herpes zoster had been 
present on the left chest wall for two days and con- 
siderable pain was present. Treatment consisted of 
thiamine chloride intravenously, local dressings with 
microcrystalline sulfathiazole ointment and codeine for 
pain. After three days there was little subjective or 
objective improvement. Starting on April 17, chlor- 
amphenicol was given, 250 mg. every four hours for 
24 doses. After 24 hours the response was dramatic; 
the pain disappeared completely, the eruption regressed 
and healed rapidly. Six weeks later there had been no 
further pain. 


Case 2—Mrs. O. G. C., aged 36 years, was seen on 
April 20, 1949, with very severe herpes zoster of the 
right cervical region and an acute gastro-enteritis. She 
was hospitalized because of the severity of the pain and 
the gastro-enteritis. With treatment the gastro-enteritis 
subsided after 24 hours, but the pain from the herpes 
was so severe that large doses of morphine every 4 to 
6 hours gave only partial relief. On April 21, chlor- 
amphenicol was started, 250 mg. orally every 4 hours 
for 24 doses and after 24 hours the pain had disap- 
peared and the lesions had regressed markedly. She 
‘was discharged on April 25, completely recovered. One 
month later she had continued symptom free. 


Case 3—Mrs. R. T., aged 70 years, was seen on May 
17, 1949, with a typical herpetic eruption on the left 
frontal and parietal regions. Pain had been present for 
seven days and the cutaneous lesions for two days. The 
pain was severe and prevented sleeping. Chloramphenicol 
was started, 250 mg. every 4 hours for 24 doses. At the 
end of 24 hours there was definite improvement, in 
48 hours the pain had disappeared and the vesicular 
lesions showed marked regression; sedation was discon- 
tinued. Itching persisted for a few days. There had 
been no recurrence when she was seen on June 1, 1949. 


Case 4—Mr. C. H. C., aged 46 years, was seen on 
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May 17, 1949, with herpetic lesions on the left parietal 
region and on the left upper eyelid. Pain had been 
present for four or five days and the vesicular lesions 
for 24 hours. Chloramphenicol was given, 250 mg. every 
4 hours for 24 doses; the pain disappeared after 24 to 
36 hours and the lesions showed marked regression. 
No new ones appeared and he was symptom free on 
May 21. 
POSTHERPETIC NEURITIS 


Case 5—Mr. W. C. L., aged about 60 years, was seen 
on May 5, 1940, with a postherpetic neuritis. Severe 
herpes zoster of the right shoulder had appeared on 
February 27, 1949. The lesions healed after a severe 
and prolonged illness, but the scars remained sensitive 
and considerable pain persisted partly relieved by % 
grain of codeine several times a day. Intravenous vita- 
mins and paravertebral procaine block had been tried 
without relief. Chloramphenicol, 250 mg. every 4 hours 
was started on May 5, 1949. After 24 doses there was 
questionable improvement, although codeine was no 
longer necessary at night and he slept better. 


Case 6—Mrs. J. C., aged 75 years, was seen on De- 
cember 7, 1948, with a severe herpes of the right lower 
costal region. Treatment included thiamine chloride 
intravenously, bed rest, salicylates and novocaine injec- 
tions with very slow improvement. January 13, 1949, 
the pain persisted and was severe and sensitivity was 
still present on May 25, 1949, when chloramphenicol 
was started, 250 mg. every four hours. After 24 doses 
there was no definite improvement. 


DISCUSSION 


Herpes zoster is caused by a filterable virus 
closely related to that of varicella. The essential 
lesion of the disease is an acute inflammatory 
process in the dorsal root ganglion with vesicle 
formation along the course of the nerve resulting 
from the peripheral migration of the virus itself. 

Clinically, herpes zoster is characterized by 
pain along the course of a nerve, occasionally 
mild, but often severe. It is usually followed in 
one to four days by the appearance of vesicles 
which are distributed along one or more nerve 
segments. The course of the disease is from 
2 to 6 weeks, the lesions heal slowly and the 
pain is often severe and persistent. Not infre- 
quently there is a postherpetic neuritis which 
may be disabling for months. In older and 
debilitated patients the condition may be ex- 
tremely severe and even fatal. 

Treatment has been varied and relatively inef- 
fective. Advocated are thiamine chloride, pitui- 
trin, ergotamine tartrate, quinine, sodium sali- 
cylate, cobra venom, varicella globulins, roentgen 
therapy and paravertebral block with procaine. 
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In severe and prolonged neuritis resection of 
the nerve roots has been employed. 


Four patients in the acute stage of herpes 
zoster were given chloramphenicol orally in doses 
of 250 mg. every four hours for 24 doses. In 
every instance there was definite improvement 
after 24 hours and after 48 hours disappearance 
of the pain and marked regression of the skin 
lesions. All progressed rapidly to complete re- 
covery without remission or residual neuritic 
pain. There was no evidence of intolerance to 
the drug. 


Two patients with severe postneuritic pains 
were given chloramphenicol in the same dose. 
No improvement resulted. Actual scarring and 
nerve damage, continued dependence on drugs 
for relief of pain and psychic and nutritional 
factors are so often complications in these pa- 
tients that improvement was not expected. 

SUMMARY 

Four patients with herpes zoster were treated 
during the acute stage with chloramphenicol. 
Rapid and complete recovery resulted in each 
instance. The number of patients treated is 
small, but the dramatic recovery in each in- 
stance indicates a high degree of specificity of 
the drug in the treatment of the condition. 


Two patients with postherpetic neuritis were 
given chloramphenicol without definite improve- 
ment. 
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INSULIN RESISTANCE: A SURVEY 
OF THE LITERATURE AND 
REPORT OF TWO CASES* 


By NorMAN BurnstTEIN, M.D. 
and 
McLeop Patterson, M.D. 
New Orleans, Louisiana 


The advent of insulin and its widespread use 
in the treatment of diabetes mellitus in the 
past three decades have brought to the medical 
literature an increasingly larger number of case 


*Received for publication July 19, 1948. 
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reports of insulin resistance. Martin! et alii in 
1941 collected all available cases up to that time, 
and more recently Axelrod’ and collaborators 
brought the literature up to date. Martin, using 
Root’s theoretical calculation based on animal 
studies, estimated the insulin requirement of a 
depancreatized human at between 200 and 300 
units of insulin per day. Successful complete 
surgical pancreatectomies subsequently done by 
Waugh’ and his group at the Mayo Clinic, and 
Brunschwig* > and associates in Chicago have 
shown that a complete pancreatic diabetic re- 
quires at most 50 units of insulin daily. Since, 
in the daily practice of medicine, one frequently 
observes moderate and severe diabetics requiring 
over 50 units of insulin for adequate control, 
factors other than simple pancreatic deficiency 
must of necessity be involved in cases requiring 
large amounts of insulin over prolonged periods 
of time. For purposes of this study, we have 
considered to be insulin resistant any case of 
diabetes mellitus in which, in the absence of 
acute acidosis or terminal changes in the carbo- 
hydrate metabolism, the daily requirement of 
insulin of any type was 200 units or more over 
a period of at least seven days. These criteria 
are of necessity arbitrary because of our present 
limited knowledge of the etiology and nature of 
insulin resistance. The term “insulin refractory” 
has been mentioned in the literature, but not a 
single recorded case has been found which could 
be considered totally resistant if a sufficient 
quantity of insulin were given. This paper pre- 
sents two cases of insulin resistant diabetes and 
reviews the reports of other cases which meet 
the conditions described above. 


CASE REPORTS* 


Case 1—T. T., a colored woman, developed diabetes 
at the age of 34, three years before the present study. 
During these three years she had taken as much as 180 
units of insulin daily and had continued to show a 
heavy glycosuria. She was rarely found with acetonuria 
and her state of health seemed little affected by the 
omission of insulin for long periods. 


She was but 53 inches tall, weighed only 69 pounds, 
and was of low mentality. There was very poor mus- 
cular development, and the extremities were small, 
tapering toward their distal ends. Although menstrua- 
tion was irregular and scant, her breasts were well 


_ *Case reports on both patients have been abridged for publica- 
tion, and a large amount of other detailed laboratory study has 
been performed. 
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developed. Pubic and axillary hair was present although 
sparse. 

In 1947 she was readmitted for study and various 
diagnostic procedures were performed in an attempt 
to determine the cause of the apparent resistance to 
insulin. A skin biopsy for hemochromatosis, serial liver 
function tests, basal metabolic determinations, roentgeno- 
grams of long bones and gastrointestinal tract, spinal 
fluid surveys and blood chemical studies were carried 
out. Insulin protective tests (with use of rabbits), 
Prausnitz-Kustner passive transfer skin reactions and 
intradermal insulin allergy skin tests all yielded essen. 
tially normal findings. 

For a period of three months prior to this admission 
the patient had not taken insulin. During this time the 
urine had constantly contained glucose, but remained 
free of acetone. During the first 9 days of the hospital 
stay she was given a 2655 calorie diet (430—85—465), 
but no insulin, and near the end of this control period 
was losing nearly 200 grams of glucose in the urine 
each day. The same diet being continued, regular insulin 
was then added before each meal. Fig. 1 shows the 
subsequent course in which the glycosuria was reduced 
but never satisfactorily controlled. She was finally re- 
turned to the outpatient clinic on an insulin dose of 
225 units a day. 


Case 2—R. B., a 49-year-old colored man, was first 
found to be diabetic when he was admitted to the ear, 
nose, throat service for cholesteatoma of the mastoid. 
As it became obvious that his diabetes was of unusual 
severity, various special tests were done. The glucose 
tolerance, the insulin tolerance, and the glucose-insulin 
tolerance tests® followed the pattern expected for re- 
sistant diabetes. An attempt at passive transfer of anti- 
bodies according to the Prausnitz-Kustner technic was 
not successful. Attempts were made to protect rabbits 
from the action of insulin by incubating the insulin 
with the patient’s serum, but these were also unsuc- 
cessful.7 

He was permitted to eat as he wished and usually 
consumed between 2,000 and 3,000 calories a day. 
The food was divided into four equal meals and a large 
dose of regular insulin, usually 50 units, was given 
before each feeding. The insulin, when given in this 
way, produced a definite effect as can be seen by the 
variations in glycosuria when it was omitted for 24 
hours (Fig. 2). On this program a gradual decline in 
glycosuria was evident and in the last few days a rather 
sudden improvement in carbohydrate tolerance occurred. 
On October 20, 1947, he left our care and when last 
heard from in January, 1948, was well and using no 
insulin, although his actual requirement for control is 
not known. During the six weeks period of therapy 
his steady general improvement was evidenced by a 
gain in weight of 36 pounds. The insulin dosage, glyco- 
suria and blood sugar levels are shown in Fig. 2. 


DISCUSSION 


Most discussions of insulin resistance follow 
a fairly constant pattern in considering the pos- 
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Fig. 1 
Hospital course of Case 1, T. T. Diabetic insulin resistant dwarf. 
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Fig. 2 
Hospital course of Case 2, R. B. Insulin resistant diabetic. 
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sible causes and one almost gains the impres- 
sion that the theories were arrived at by a 
process of deductive reasoning from accepted 
physiologic principles, rather than by induction 
from the results of case studies. A review and 
analysis of the 39 cases which we have collected 
from the literature as meeting certain criteria 
for extreme insulin resistance are of value mainly 
in that they demonstrate the paucity of real 
information on the subject.!-? 7-20 24-27 29 31-42 
When the true explanation for insulin resistance 
is found it may involve several factors, but if 
one or more of the current theories were correct, 
it would seem that manifestations should occur 
with more consistency in these extreme cases. 


Table 1 lists the varied conditions which have 
been found to exist along with, or were offered 
as the explanation for the insulin resistance in 
the 39 cases. The usual tabulation of etiologic 
theories conforms more or less to the following 
pattern: failure of absorption; inhibition by the 
action of various other endocrine glands, or by 
antibodies; failure of the liver or tissues to do 
their part in carbohydrate metabolism; or the 


FREQUENCY WITH WHICH VARIOUS CONDITIONS WERE 
FOUND ASSOCIATED WITH INSULIN RESISTANCE 


Number of Cases 
Infection, severe 4 


Infection, incidental 


Allergy, clinical only 


Allergy, laboratory evidence only 
Allergy, both laboratory and clinical evidence. 


Hepatic cirrhosis 
Fatty infiltration of the liver. 


Rheumatoid arthritis 


Elevated basal metabolic rate, sine thyrotoxicosis 
Thyrotoxicosis 


Hypo-ovarianism 


Acromegaly 
Pituitary basophilism 
Cyst of midbrain 
Lipodystrophy 
Fibrosis of the skin 


Paresis 
Fibrosis of the pancreas 
Muscular dystrophy 
Congestive heart failure 
No explanation offered 


SOUTHERN MEDICAL JOURNAL 


Table 1 


August 1949 


presence of infection and acidosis. An attempt 
to fit the findings of Table 1 into this classifj. 
cation is discouraging. The severe lipodystrophy 
with almost complete absence of subcutaneoys 
fat in one case quite probably interfered with 
the absorption of insulin; but the same patient 
also had portal cirrhosis and thyrotoxicosis,® Ip 
only one other case was subcutaneous fibrosis 
mentioned as a possible factor through failure 
to absorb injected insulin.? Attempts to incrim. 
inate various endocrine glands have been even 
less satisfactory. Pituitary basophilism was diag. 
nosed in but one case, and acromegaly in one 
other.!! A cyst of the midbrain was found at 
autopsy in one case,!? and speculation arose as 
to its possible effect in interfering with the 
pituitary gland or in stimulating the autonomic 
centers of the midbrain. Four patients had ele- 
vated basal metabolic rates but no other eyj- 
dence of thyrotoxicosis.2’!5 Two other pa- 
tients, in whom thyrotoxicosis was present, 
had. thyroidectomy without effect on their resist- 
ance to insulin. Two patients were classed as 
hypo-ovarian and this factor was suggested as 
possibly related to insulin resistance.!°'5 
should be noted that in no case was there evi- 
dence to incriminate the suprarenal glands. 
Hemochromatosis was present in two cases,!6!7 
and hepatic cirrhosis in four others.® 9 !8 !9 Fatty 
infiltration of the liver was mentioned as a find- 
ing in three autopsies.!'529 Of the ten cases 
with infection, all remained resistant to insulin 
over a much longer period than is expected in 
the usual instance of diabetic acidosis and in- 
crease of insulin requirement precipitated by 
infection. 


Of the other conditions listed, only allergy 
occurs with sufficient frequency to be significant. 
In eight cases it was found only as clinical 
allergy in some form; in three cases it was 
detected only by laboratory methods, and in six 
others there were both laboratory and clinical 
evidences of allergy. The laboratory procedures 
commonly applied were the Prausnitz-Kustner 
passive transfer of antibodies and the demon- 
stration of precipitating antibodies in the serum, 
using insulin as the antigen. Both of these pro- 
cedures were more often negative than positive 
in the cases in which they were tried. Lowell! 
has produced evidence to show that there are 
two types of antibodies involved, one of which 
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antagonizes the action of insulin while the 
other merely results in clinical allergy of the 
ordinary variety. He separates this antagoniz- 
ing antibody by showing it to be heat stable. 
His patient, furthermore, showed both resistance 
and skin allergy to animal insulin, but only skin 
allergy to human insulin. This work is promis- 
ing but the technics involved have frequently 
proved unsatisfactory in the hands of other 
workers. The method commonly used to demon- 
strate the ability of diabetic serum to neutralize 
insulin is that of Wiener.’ If the test is posi- 
tive, the suspect serum should protect labora- 
tory animals injected with a dose of insulin 
which will ordinarily cause hypoglycemic con- 
vulsions. This test was negative in 19 of the 
24 cases in which it was tried. Even the posi- 
tive results frequently seemed equivocal. In the 
standard procedure 5 cc. of the patient’s serum 
is expected to neutralize 10 units of insulin. 
Assuming the average patient to have 3,000 cc. 
of serum, he would proportionately be expected 
to neutralize 6,000 units of intravenous insulin 
before being considered insulin resistant. This 
fallacy was pointed out as early as 1930 by 
Karelitz, Cohen, and Leader,?? but has since 
been ignored. The possibility that insulin is op- 
posed by some agent which escapes detection by 
immunological methods in common use remains 
an attractive hypothesis. 


Perhaps the most promising work being done 
on diabetes today is that which tends to empha- 
size the importance of extra-pancreatic factors, 
and to relegate the pancreas to a role of sec- 
ondary importance. Obvious flaws in the pan- 
creatic theory of diabetes have always been 
recognized, but one of the most impressive is the 
finding that humans may require only 30 to 50 
units of insulin after total pancreatectomy.; * 5 
One interesting concept is that of Himsworth”’ 
who divided all diabetics into two groups on the 
basis of their sensitivity to insulin. Most of his 
patients who developed diabetes after their 
thirty-fifth year were in the resistant group. He 
was not dealing with rare, extremely resistant 
patients, but with an ordinary unselected group 
of diabetics. The clinical justification for such 
a classification of diabetics is at once apparent, 
and the logical inference is that in the older, 
more resistant patients the extra-pancreatic fac- 
tors causing resistance to the action of insulin 
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are of more importance, while in the younger, 
insulin-sensitive group, the strictly pancreatic 
factor is more important. However, so sharply 
to divide diabetics into two distinct pathogenetic 
groups is to ignore their many obvious simi- 
larities. It seems possible that when the role 
of extra-pancreatic factors is fully understood, 
the explanation of insulin resistance will be dis- 
closed at the same time. The cause of diabetes 
and the cause of insulin resistance may well be 
identical. 


At any rate, since it has been established that 
“total” diabetes is a matter of 30 to 50 units 
rather than of 200 to 300 units, it seems reason- 
able to suppose that the insulin resistance of the 
patient requiring 600 units a day differs only in 
degree from that of the patient who requires 
60 units, and that the 41 cases we have col- 
lected merely represent extreme examples of the 
same phenomenon we treat in the majority, if 
not all, of our ordinary diabetics. 


The mortality in these collected cases of ex- 
treme insulin resistance has been high; 16 of the 
41 have died under observation while the insulin 
resistance persisted. As far as we can determine 
from the literature only two cases, that of 
Smelo?* and our own Case 1, have remained 
resistant at the time of publication; and only 
one, that of McGavack,'? has had more than 
one episode of resistance. In the other cases, 
remission of the refractoriness to insulin has 
occurred, either spontaneously or as a result of 
treatment. In four cases the pituitary gland was 
irradiated,!° 25 26 27 and in only one of these did 
the authors feel that the patient was benefited.!° 
Estrogenic therapy was used in four cases? !5 
and, although the results were not conclusive, 
the authors thought that all were favorably 
affected. Parathyroid extract was given in a 
case without significant results. In the two 
cases with incidental thyrotoxicosis, thyroidec- 
tomy had no effect upon the state of the resist- 
ance to insulin. 


A very unusual method of therapy was re- 
ported in 1931 by Karr and co-workers.?® An 
insulin allergic and resistant patient was treated 
with the serum of a rabbit made hyperimmune 
to the patient’s serum, and notable improvement 
followed. In a subsequent article by the same 
group no mention was made of this method, 
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which seems to have received little subsequent 
attention. 

The manner in which insulin should be used 
in these cases deserves most comment, and some 
fairly definite conclusions in this regard can be 
drawn from the experiences of the various au- 
thors. It has been noted that one large dose of 
insulin may affect the level of blood sugar while 
repeated smaller doses, to an equal total, are 
ineffective.2® The law of mass action has been 
suggested to be operative. On the other hand, 
it appears that at times, as in our two cases, 
moderately large doses repeated several times 
have exerted cumulative action, prolonged be- 
yond the expected duration of the effect of regu- 
lar insulin. Himsworth*° has suggested that this 
latent period might represent the time required 
for the activation of insulin by a poorly func- 
tioning body mechanism. In almost all cases 
the authors have recognized the fact that the 
patients were not completely refractory and that, 
if sufficiently large doses were given, hypogly- 
cemic effects could be obtained. This knowledge 
is probably the most important and practical 
conclusion to be drawn from the case studies, 
and its application has frequently brought about 
a successful result in gravely ill patients. We 
feel, incidentally, that this provides a suitable 
answer to those clinicians who argue against 
the extravagant use of insulin for patients in 
diabetic coma, who are admittedly resistant dur- 
ing their period of acidosis. 


SUMMARY 


(1) The literature on insulin resistance is re- 
viewed, and 39 cases of marked resistance to 
the effect of insulin are collected and analyzed. 
Reports of two additional cases are presented. 

(2) The factors usually cited as related to, 
or responsible for, insulin resistance are found 
to occur so inconsistently in the reported cases 
that their importance is questioned. 

(3) Because of knowledge gained from total 
pancreatectomies in humans, it may be inferred 
that in all cases of diabetes requiring more than 
50 units of insulin daily, certain extra-pancreatic 
factors are active to oppose the effect of insulin. 
It is suggested that cases of insulin resistance 
may merely be extreme examples of the action 
of factors which are operative in ordinary cases 
of diabetes. 
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(4) There is almost uniform agreement tha 
no diabetic is completely refractory to the effec 
of insulin, and that, if sufficiently large doses 
are given, hypoglycemic effects will be obtained, 
This fact is of practical significance in the treat. 
ment of insulin resistant states. 
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RECTAL DISORDERS AND THE 
NERVOUS PATIENT* 


By Rurus C. Attey, M.D. 
Lexington, Kentucky 


{t is a matter of common observation that 
patients with painful lesions of the anus and 
rectum are usually nervous, tense and irritable. 
This is presumably the result of continuous bom- 
bardment of the central nervous system with 
painful stimuli. 


Less frequently recognized is the fact that 
nervous and emotional instability or other 
psychogenic disturbances may produce retro- 
grade stimulation of the autonomic nervous sys- 
tem which in turn produces or influences somatic 
symptoms. 

In recent years much emphasis, possibly too 
much, has been placed on psychosomatic medi- 
cine. Regardless of the ultimate answers to the 
controversial aspects of psychosomatic influences 
it is important that the proctologist be able to 


*Read in Section on Proctology, Southern Medical Association, 
Annual Meeting, Miami, Florida, October 25-28, 
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recognize, especially in the neurotic or “tense” 
type of patient, the relative values of functional 
versus organic disorders of the rectum and colon. 


It is my purpose here to discuss the principles 
of management of rectal disorders as found in 
the neurotic patient and to attempt to clarify 
some of the difficulties of diagnosis and treat- 
ment. I use the terms “neurosis” and “neurotic” 
in the broad sense indicating relatively minor 
psychic disturbances which are usually accom- 
panied by various functional complaints. ‘“Neu- 
rosis” as used here includes the conditions fre- 
quently referred to as psychoneurosis, hypo- 
chondriasis, anxiety states, minor hysteria, and 
tenseness, but does not include the major psy- 
choses or conditions in which the personality 
is not intact. 


To facilitate this discussion we can arbitrarily 
classify patients with rectal complaints as fol- 
lows: 


Group 1.—Well balanced individuals with nor- 
mal psychologic patterns who have symptomatic 
rectal disease. The well informed proctologist 
needs to cogitate but little concerning manage- 
ment of this group. Surgical or other appro- 
priate treatment should be directed toward cure 
of the pathologic condition. This group will 
receive no further consideration in this discus- 
sion. 


Group 2.—Borderline or mildly neurotic pa- 
tients with symptomatic rectal disease. These 
patients constitute the largest group and deserve 
careful consideration. Curative treatment, surgi- 
cal or otherwise, should be instituted. Tactful 
management of the patient may be as impor- 
tant as efficient surgery in obtaining a good 
result. Judicious indirect psychotherapy is a 
highly desirable if not essential part of success- 
ful treatment. The psychotherapy referred to 
need consist of a little more than sympathetic 
understanding of the patient as an individual 
and his personal problems as related to his 
rectal disorders. It is among this group that we 
are apt to find the most grateful patients that 
a proctologist can have. 


Group 3.—Confirmed neurotic patients with 
complaints referable to the lower bowel. These 
complaints are frequently due to functional dis- 
orders but serious organic disease can be and 
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sometimes is present. These patients, especially 
those without significant organic disease, are the 
ones who are most difficult to handle. All of 
them should have thorough proctoscopic and 
x-ray examinations. If correctable organic dis- 
ease of significance is found it should receive 
careful consideration. Palliative treatment, if 
feasible, should be used. Surgery is by no means 
contraindicated but should be undertaken only 
after careful deliberation. The proctologist 
should if possible consult freely with the family 
doctor who can often throw considerable light 
upon the background and general disposition of 
the patient. In some cases the specialized knowl- 
edge and advice of a neuropsychiatrist may be 
valuable. Operation should be done if it can 
be established beyond reasonable doubt that: 
(1) The rectal disease is surgical and correct- 
able; (2) it is the most important correctable 
organic disorder to be found; and (3) the pa- 
tient will be benefited locally and generally by 
correction of the rectal disorder. 

If the patient has other correctable physical 
disorders, priority of treatment should be deter- 
mined on the basis of importance. For instance 
it would be entirely illogical to subject a patient 
to hemorrhoidectomy or fistulectomy and post- 
pone or neglect attention to abscessed teeth or 
other comparable conditions which are actually 
or potentially more serious. 


EXAMINATION 


The importance of careful physical examina- 
tion cannot be overemphasized. The complaints 
and symptoms of the neurotic patient may be 
bizarre to the point of absurdity, yet it is en- 
tirely possible that he may have serious organic 
disease. It is a well known fact that symptoms 
of lower bowel disturbance are often unreliable 
and misleading. I have had many well balanced, 
intelligent patients, some of them physicians, 
who had symptoms strongly suggesting cancer 
of the rectum or colon and who were found, 
after careful proctoscopic and x-ray studies, to 
have no organic disease of significance. Con- 
versely, nearly every proctologist has found well- 
developed cancer without typical symptoms. 

Several years ago Mrs. L., age 39, consulted me and 


requested examination. She was obviously unstable and 
neurotic. Her history, given with difficulty between 


bursts of tears, disclosed a variety of unrelated func- 
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tional disturbances. The only definite bowel symptoms 
were irregular episodes of mild constipation and occa. 
sional passage of red blood when stools were costive. 
She had experienced a severe emotional upset severa] 
months before when her mother had died of cancer 
of the colon. It appeared that a rather profound 
mother fixation complex existed and the patient was 
having great difficulty adjusting herself. Her distress 
was intensified by her firm belief that she, too, must 
have a cancer of the colon because her mother had one, 
Proctoscopy for a distance of 25 cm. showed the lower 
bowel to be perfectly normal except for internal hemor- 
rhoids of moderate size which were thought to be the 
source of her bleeding. These were given sclerosing 
injections and the bleeding stopped. X-ray of her colon 
was advised mainly for its reassuring psychotherapeutic 
value. She was not surprised but I was, when the 
roentgenologist reported, “Constant filling defect in de- 
scending colon at about junction of upper and middle 
thirds, probably cancer.” Obstructive resection done by 
Dr. A. E. Grimes December 14, 1938, was followed by 
uneventful recovery of the patient. The specimen was 
reported, “Adenocarcinoma of colon, grade 3.” The 
patient was ‘ast seen July 29, 1948, nearly 10 years 
after operation. At that time she was in excellent 
physical condition and several pounds above her ideal 
weight, but she was still a confirmed neurotic with a 
great assortment of functional complaints for which 
no organic basis could be demonstrated. 


This case is mentioned to illustrate the import- 
ance of examination in handling the neurotic 
patient. 


INTERPRETATION OF PAIN 


Pain threshold is said to be relatively constant 
among normal humans but the reaction to pain- 
ful stimuli, or pain tolerance, varies tremen- 
dously. Thus the stoical type of individual may 
pay little or no attention to a painful stimulus of 
given intensity, while the same stimulus in the 
sensitive, high strung, tense, neurotic person 
would produce severe pain. In other words, it 
is not so much the strength of the pain stim- 
ulus as it is the degree of impressionability of 
the subject that determines the intensity of pain 
experienced. It is a great mistake to discount 
complaints of pain and distress made by the 
sensitive neurotic patient; his suffering can be 
just as intense and genuine from a mild pain 
stimulus as yours would be from a much stronger 
one. Pain always hurts and the degree of the 
hurt can be interpreted best by the individual 
who is experiencing it. Another important point 
to remember is that in cases of long suffering 
illnesses tolerance to pain usually diminishes and 
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appropriate changes in pain control therapy must 
be made. 

In many instances vague and perhaps indefi- 
nite symptoms in the rectal area which have 
all the characteristics of a psychosomatic disturb- 
ance will prove to be caused by disease of nearby 
structures such as the female pelvic organs or 
the prostate or bladder. The sensory nerve sup- 
ply to the lower bowel and to the genito-urinary 
organs is often so closely interlocked that the 
patient cannot localize the origin of his distress. 


On several occasions I have seen patients who 
complained of rather severe definitely localized 
anal pain which suggested the presence of a 
fissure. On examination nothing but an exquis- 
itely sensitive spot in the rectal outlet could be 
found with no break in the integument or evi- 
dence of active inflammatory change. Subse- 
quent observation, however, frequently shows 
that these patients within a few days develop 
perianal abscesses. 


Anal pruritus is a frequent and sometimes 
serious complaint. It is not a specific disease 
and has no specific etiology. The consensus 
among proctologists is that it is a symptom com- 
plex characterized by itching, the etiology of 
which may be varied and is often obscure. It is 
seen most frequently in the neurotic tense type 
of individual and it is quite probable that there 
are neurogenic or psychogenic factors involved 
in most if not all of these cases. Many patients 
with pruritus notice that their itching is apt to 
be more troublesome during periods of emotional 
stress and strain. The proctologist should give 
this appropriate consideration at the time that 
local corrective measures are being employed. 


Painful coccyx and perirectal muscle spasm is 
a not infrequent complaint and is by no means 
limited to the neurotic type of individual. It is 
often difficult or impossible to explain these 
painful phenomena on the basis of organic dis- 
ease. Removal of a painful coccyx is almost 
never justified except when there is definite bone 
or joint disease, or deformity which mechanically 
interferes with weightbearing. Coccygectomy for 
coccygodynia is almost uniformly unsatisfac- 
tory because the pain not only continues but 
may become even worse. Palliative treatment 
combined with judicious reassurance of the pa- 
tient will be beneficial in most cases. 
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Sore colon and mucorrhea, associated with 
various digestive symptoms, are frequent com- 
plaints of neurotic individuals. These patients 
are often obsessed with the belief that they have 
cancer or other serious disease. Many of them 
have been to many physicians and somewhere 
along the line have been told, unfortunately, 
that they have “colitis.” This is likely to inten- 
sify their symptoms. Some of these patients are 
apparently conscious of every little intestinal 
ripple and each new sensation they notice is 
looked upon as a possible harbinger of approach- 
ing disaster. Various degrees of malnutrition 
may be present because of elimination from the 
diet of one item of food after another. The 
result is sometimes a severely restricted inade- 
quate diet with potential or actual avitaminosis. 
This group of patients is perhaps the most dis- 
couraging so far as satisfactory treatment is con- 
cerned. 


CONCLUSIONS 


It is recognized that many chronically neu- 
rotic patients cannot be successfully rehabili- 
tated by the proctologist regardless of the nature 
of the rectal disorder concerned. This is espe- 
cially true of the confirmed constitutionally in- 
adequate invalid or semi-invalid. These patients 
should receive specialized neuropsychiatric atten- 
tion. 

It is also true that the science and art of proc- 
tology, applied with sympathetic interest and 
understanding, can accomplish much in the re- 
habilitation of the borderline neurotic individual 
with rectal disorders. 


In closing I should like to quote Austen F. 
Riggs, who said: 


“There is no disease or disorder which does not in some 
degree affect the patient’s emotional and mental life, 
nor is there any such condition which is not, in its turn, 
favorably or unfavorably affected by the patient’s feel- 
ings and thoughts.” 


200 West Second Street 


DISCUSSION (Abstract) 


Dr. Claude G. Mentzer, Miami, Fla—Dr. Alley’s classi- 
fication of rectal patients into three groups clarifies the 
picture. In analyzing his groups, I should like to stress 
the importance of recognizing anal diseases in children. 
Surely, a year-old child comes within the scope of Group 
1, “a well-balanced individual.” An illustrative case is 
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that of a white male, age 9 months, who appeared mo- 
ronic. He was irritable, cried easily, ate and slept poorly 
and showed no interest in this strange world. He had 
had a severe diarrhea during his first 3 weeks, and at 8 
weeks a perianal abscess ruptured spontaneously and 
drained periodically thereafter. Surgery was done and 
bilateral complete and fistulae were found with pri- 
mary openings in anal crypts. A month after surgery, 
the patient was a laughing, normal child, gaining weight, 
whose parents ceased to wonder from which side of the 
family tree the moronic tendency had come. 

I can agree with Dr. Alley that Group 2 represents 
those patients whose results make the proctologist 
enthusiastic about his specialty and comprise our largest 
number. They vary from borderline neurotics to patients 
exhibiting toxic neuroses. Fear of cancer is uppermost 
in their mind as a rule. Its presence or absence must 
be established by a thorough examination, and present- 
ing symptoms rationalized, when possible, with the find- 
ings. Three general types of disturbance present them- 
selves in this group. (1) Functional gastrointestinal dis- 
turbances with little or no anal complaint. It was my 
fortune to practice gastroenterology before entering the 
field of proctology, and the number of functional gastro- 
enterologic symptoms which disappeared after organic 
anal disease had been corrected was surprising. 

The chief complaints in this field are symptoms simu- 
lating peptic ulcer, cecal stasis, making the patient won- 
der if he has appendicitis, and general colon stasis with 
shifting abdominal soreness and mild colic. These ab- 
dominal symptoms are adequately explained by Alvarez 
on the basis of a reversal of the normal intestinal 
gradient set up by an irritable or painful anal condition. 
This interferes with the normal caudad movement of 
intestinal contents with resulting stasis. Relief of these 
symptoms is gradual and not immediate following anal 
surgery and large doses of reassurance are necessary, as 
well as an adequate re-educational elimination regime. 

Somatic symptoms, as a reflex manifestation of ano- 
rectal disease, are another common finding in Group 2. 
In many cases of sciatic radiation of pain, the cause had 
been overlooked in a certain few where no proctoscopic 
examination was made. It also explains the cause of 
many cases of low back pain at sacral level and lower. 
When of anal reflex origin, these symptoms disappear 
with anesthesia and usually do not recur following ade- 
quate surgery. 

The most numerous patients in Group 2 have painful 
anorectal disease which gives rise to a lowering of the 
nerve threshold and causes an irritable, nervous patient. 
Apparently minor findings, such as cryptitis, are often 
overlooked and the patient is dubbed a neurotic. Anal 
fissure and pruritus ani must also fall in this group. 
Some of our most grateful patients are those who have 
had surgery for what seems a minor finding. 

Group 3 includes those patients, some of whom we 
wish had gone to a psychiatrist in the first place. Out- 
standing in this group is the patient with severe pru- 
ritus ani without objective findings. There is usually a 
history of nervous tension here. 

In the symptom complex proctalgia fugax, anal dis- 
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order is seldom found and still the patient suffers severe 
rectal colic. Usually, there is some form of mental con- 
flict in these patients, and when it is relieved, the colic 
does not return. 

It is no doubt true that anorectal disorders are more 
apt to produce a nervous patient than vice versa. None- 
theless, we must not forget that the left colon is a 
barometer of the emotions. A spastic or irritable colon 
may result from nerve tenseness, with consequent consti- 
pation or diarrhea. These forms of excretion may and 
do start anal disorders such as cryptitis, papillitis, or 
fissure, and a vicious circle is started. 


Dr. Frank H. Murray, Philadelphia, Pa—Since these 
conditions occur frequently in our practice it behooves 
us to treat the patients sympathetically and with under- 
standing. In taking the proctologic history we can 
evaluate the patient and by our manner let him feet 
that we are going to do everything possible to alleviate 
his suffering and put him on the road to health. 


It is often difficult with a heavy schedule for the busy 
proctologist to give each patient plenty of time to tell 
his story. Sometimes the proctologist may be irritable 
because of the heavy load, and the thought of opera- 
tions to be done following the office hours. He should 
never show such irritability and he should never appear 
to hurry. He should appear at ease and make the 
patient feel comfortable when he is taking the history 
and doing the examination. Kindness and understand- 
ing and being extremely gentle in the examination will 
go far toward allaying the patient’s pain and giving him 
confidence in the physician. 


It has been my experience that patients suffering with 
a fear complex are those who have been referred by 
their family physician one to six months previous to 
their arrival at my office. It would seem their delay 
in consulting a proctologist has been occasioned by the 
fear that they will be told they have a carcinoma or 
that the examination will be painful or that they will 
have to have an immediate operation. 


Conversely, acute cases, such as patients with an 
external thrombotic hemorrhoid, a recently developed 
fissure, or a pruritus ani of recent inception have few 
fears and come to the office shortly after being referred. 
I have always felt that the reason the proctologic pa- 
tient is nervous, has much pain, and is apprehensive is 
due to the anatomic arrangement of the nerves at the 
mucocutaneous junction of the anorectum. We know that 
embryologically the hindgut brings down in its descent 
the sympathetics, parasympathetic, and sacral autonomic 
nerves, which are functional in character, whereas the 
anal pit in its ascent to meet the descending hindgut 
carries the cerebrospinal nerves, which are distinctly 
different, being nerves of sensation. They meet, the 
sympathetic nerves on the mucous membrane side and 
the cerebrospinal nerves on the cutaneous side of the 
anus. It may be this combination of decussating or 
intermingling of nerve fibers that causes patients to have 
pain and then to develop a sympathetic reflex which 
makes them apprehensive, tense, and nervous. So it. 
might be said that perhaps pathology in this area creates. 
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a state of mind different from any other condition in 
any other part of the body. 

As many as 75 per cent of female patients after 
they have had a digital and proctoscopic examination 
will ask whether they have a cancer, and probably 
25 per cent of the male patients will ask a similar 
question. We answer, if I may digress, that the exami- 
nation must be completed (sigmoidoscopy, roentgen 
rays) before the physician can tell. 

The majority of proctologists are in accord with the 
first statement of Dr. Alley’s paper, “that most of the 
patients who come to us, with painful lesions, of the 
anus and rectum, are nervous, tense, and apprehensive.” 


Dr. Alley (closing)—Dr. Mentzer mentioned many 
of the symptoms that all of us are seeing, particularly 
the vague digestive disturbances that frequently disap- 
pear after correction of a rectal disorder. It is not 
unusual for nervous patients to volunteer the informa- 
tion, “The dyspepsia that I had has completely disap- 
peared since my rectal operation.” 

Another thing that is noticeable is the occasional 
spectacular relief of backache which is presumably a 
reflex thing involving the spinal muscles. Once in a 
great while a patient who complains of frequent peri- 
odical headaches will be relieved following properly 
done rectal surgery. 


Just what the mechanism of this relief is I do not 
know but it is always gratifying to have a patient 
volunteer that he feels that he has been benefited 
generally, as well as being relieved of his rectal distress. 


It is also true that many older men who have uri- 
nary complaints, which lead you to suspect prostatic 
hypertrophy, frequently volunteer the information that 
the act of urination has become improved following 
rectal surgery. 

Dr. Murray very properly stressed the importance of 
the attitude of the proctologist in so far as kindness 
and sympathetic understanding of the patient are con- 
cerned. In many cases we are in a position to do some 
of these people more good than a psychiatrist can do 
them. I have in mind a patient from a town near 
Lexington. He is a whiskey store owner about 54 years 
old. He has grown children; two of them are in the 
army, and I think maybe that upset him considerably. 
He had the most bizarre symptoms referable to his 
lower bowel. Proctoscopy and x-ray studies disclosed 
nothing unusual. In fact, his rectum was in much better 
condition than I usually see in people of his age. 


I explained to him very carefully that he had a 
nervous type of bowel, that it was keeping him upset, 
and that he ought to see a nerve specialist. Many of 
these people resent the term “psychiatrist” and some- 
times it is not advisable at all to tell them to go to a 
psychiatrist, so I sent this patient to a psychiatrist by 
telling him that he was a nerve specialist. He went to 
the psychiatrist three or four times, and then he showed 
up again at my office. “Doctor,” he said, “I don’t 
think that nerve specialist understands my case. I am 
not nervous. I have got rectal trouble! That psychia- 
trist asked me a lot of questions that didn’t have any- 
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thing to do with this and I think you know more 
about it than he does.” 

With that, I examined him again and reassured him 
that he was all right and he left my office satisfied. 
He has shown up regularly about every two, three or 
four weeks. Sometimes he goes six weeks and he comes 
in and I re-examine him and tell him all over again 
that he does not have any cancer or other serious dis- 
ease. That carries him along happily for a while. 

There has been so much cancer publicity that all of 
you have noticed, I am sure, that nearly every patient, 
especially intelligent patients, that we see is afraid of 
cancer. Even if they do not say so, it is in the back 
of their minds and I have come to the point where 
that is the first thing that I tell them. If I do not find 
any evidence of cancer, I tell them “Now you will be 
relieved, I am sure, to hear that I can find no evidence 
of cancer.” Frequently some of these patients will dis- 
appear because, even though they have hemorrhoids or 
something that needs attention, when they find out that 
it is not cancer, they decide they can tolerate it. 


THERAPY IN THE PRIVATE PRACTICE 
OF PSYCHIATRY* 


By LAWRENCE F. Woo.tey, M.D. 
Atlanta, Georgia 


Formerly most patients who were inentally ill 
were confined to mental hospitals where they 
were committed and practically banished from 
society. Today, many of these patients are 
being cared for in the clinics and private offices 
in the community where the psychiatrist comes 
intimately to grips with the social forces that 
produce mental illness. The psychiatrist is aban- 
doning the ivy tower of his own isolation in 
institutions and moving into the forefront of 
the assault upon mental disease. The private 
practitioner in this field now stands as a bulwark 
between the frightened patient and the dread 
prospect of long residence in a private sani- 
tarium or in an “insane asylum.” 


This paper is aimed at clarifying some of the 
ways in which the psychiatrist works to fulfill 
this function. We are quite sure that the paper 
will be incomplete in many respects, for space 
will not permit a complete and full discussion. 
For example, we shall not attempt to discuss 
here the relationship of the psychiatrist to his 


*Read in Section on Neurology and Psychiatry, Southern 
Medical Association, Forty-Second Annual Meeting, Miami, Florida, 
October 25-28, 1948. 
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patient, although that is a very important aspect 
of the problem. Rather we are concerned with 
a brief sketch of technics and procedures: a 
discussion of tactics rather than of strategy. 

One of the most important factors which have 
contributed toward driving the psychiatrist into 
the open is the greater enlightenment of the 
public which brings to us patients much earlier 
in the illness. Another important factor is the 
development of technics which enable us to 
relieve promptly degrees of emotional disturb- 
ance which formerly were not manageable in 
the community. We not only see patients earlier, 
but we can treat at home many who have de- 
layed longer and are more disturbed. 

We believe that this trend will continue and 
that thorough training of the young psychiatrist 
in the treatment of non-hospitalized patients is 
a better guarantee of his effectiveness in the 
future than is residency in an institution which 
deals mainly with intramural patients, no mat- 
ter how well staffed and equipped the hospital 
may be. 

We feel very strongly, also, that too narrow 
specialization leads many psychiatrists to ham- 
per their effectiveness. Either they must limit 
their practice to the few patients who can be 
benefited by a single technic, or else they must 
force the patient and his illness into the Pro- 
crustean bed of the technic of their choice. The 
psychiatrist, who is master only of electric shock 
and who believes that this should be used only 
in depressions, often goes through contortions 
of diagnosis to find the necessary and ever pres- 
ent depression in his patients. With more ab- 
stract and more erudite technics this tendency 
is more obscure, but it can still be detected. 
This is merely a matter of common human 
nature. Only the shock therapist fails to see it 
in the shock therapist; only the psychoanalyst 
fails to see it in the analyst. Undoubtedly we 
commit the same fault to some extent, but the 
availability and mastery of a large variety of 
technics would seem somewhat to guard against 
it. Therefore, we are very much in favor of an 
eclectic approach, believing that it is better for 
the patient, even if more difficult for the thera- 
pist. 

We mean by therapy, every procedure which 
is aimed at the treatment either of the basic 
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condition from which the patient suffers, or at 
the relief of any of the derived symptoms. Elec. 
tric shock treatments to relieve tension or de. 
pression; sedation for relaxation; surgical treat- 
ment of broken bones; detoxifying procedures in 
patients with deliria; the use of insulin to facilj- 
tate the rapid painless withdrawal of drugs or 
alcohol; all of these are as much therapy in our 
sense, as is the analysis of a dream, the induc- 
tion of hypnosis, the carrying out of a psycho- 
drama, or the conducting of play therapy ses- 
sions with children. 


Moreover, not only are such procedures 
therapy in their own right, but they carry with 
them implications of profound importance for 
the more specifically psychotherapeutic pro- 
cedures, and are an integral part of psycho- 
therapy. The humane relief of suffering, or the 
recognition of the importance of the cosmetic 
effect of a scar from a wound are psychothera- 
peutic approaches. Such sensitive and sensible 
orientations toward a patient are the very heart 
and soul of psychotherapy as we understand it, 
and cannot be separated from it in any way. 

The same may be said for our concern as to 
the suicidal risks, or the protection of the pa- 
tient from doing things publicly which would 
later injure his relationships or cause him em- 
barrassment. The very fact that we may protect 
the patient from himself may be the first sign 
to him that anybody cares about him as a 
person. 

For such reasons, the private practitioner of 
psychiatry today must be able to see the pos- 
sible applicability of all valid modes of treat- 
ment, and be prepared to institute them, or refer 
the patient to proper sources of help. In very 
active practice the change of pace is great. 

We may begin in the morning by checking 
the very small number of our patients resident 
in the hospital. First, we review those under- 
going various forms of shock or sub-shock in- 
sulin: some of the schizophrenics, alcohol or 
drug addicts, and occasional involutional or de- 
pressed patients who are allowed to emerge from 
the confusion attendant upon electric shock with 
the help of insulin sedation, in order to control 
their disturbed phases, and simplify their ward 
management. 


Next we might check those patients getting 
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electric shock treatments (both in-patients and 
out-patients) to determine whether further treat- 
ments are desirable. Electric shock treatments 
would then be given to those in need of them. 
For those who do not require further shock 
treatments, we inaugurate a period of recon- 
structive psychotherapy through individual inter- 
yiews or group sessions, as soon as their con- 
fusion has cleared enough to permit this. 


Following this, we may undertake special 
forms of therapy such as hypnosis or narcosis 
interviews; instructions to special nurses as to 
the re-education of an aphasic; or checking the 
patient’s response to dexedrine or to nicotinic 
acid administration, or to other medication. Or 
we may undertake the instruction of a patient 
in rebreathing, or in practicing relaxing exercises. 
Also, we should check the work and social ad- 
justment of those with convulsive disorders who 
still require medication. In this connection, we 
have a small but growing number of convulsives 
who had been thought to be epileptic, and who 
had been under medication for years, who have 
ceased to have attacks and have ceased to re- 
quire medication, when they have learned to 
permit themselves to discharge their emotional 
storms overtly as they go along, instead of let- 
ting them accumulate to the point of an over- 
powering explosion. These same patients cease 
to manifest the so-called “epileptic personality.” 


Consultations with new patients confront the 
psychiatrist with certain questions which must 
be met. 


(1) How can we achieve an emotional rela- 
tionship which will support the patient because 
he will know that we feel for him as a person? 


(2) What are the lethal risks to the patient? 
To others? . 

(3) How much social damage to himself or 
to others is developing from his abnormal be- 
havior? What risks to his present or future 
employment? What threats to the patient from 
not eating? From reckless driving? From ex- 
cessive spending of money? 

(4) Is it necessary to hospitalize him? If so, 
does he require special protection such as a 
constant companion or guarded windows? 

(5) Can the risks be mitigated by drugs, or 
by shock therapy so that we can safely treat 
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him at home or elsewhere in the community? 
Or can the family furnish adequate supervision 
and understanding to permit extramural care? 
(We much prefer to treat patients in the com- 
munity and admit them to hospitals only when 
home treatment is not possible, and then for as 
short a time as possible.) 

(6) What special investigations are necessary? 
Basal metabolic rate? Glucose tolerance? Spinal 
fluid? Roentgenograms? 


(7) Should the patient be referred to some 
other service for supervision? Or for collabora- 
tion? (Surgery? Physical Medicine? Cancer 
Clinic? Gynecology? Internal Medicine? Cardi- 
ology?) 

In short, we aim at two objectives in the 
first interview: (1) to establish a sound working 
relationship; and (2) to understand his problem 
and keep him safe. We are careful to avoid 
physical and laboratory investigations which are 
not indicated or which have been adequately 
carried out by the referring physician. These 
only serve further to emphasize and bind the 
patient to his psychosomatic fixations. 

Most of our day, however, is occupied with 
psychotherapeutic interviews. These are devel- 
oped along lines that seem to us to be the next 
logical step forward from the enlightenment 
which accrued to us from the psychobiological 
and psychoanalytic schools, the experience with 
children, group therapy, Sullivan’s investigations 
into interpersonal relationships, and the projec- 
tive approaches, such as psychodrama and play 
therapy, as well as the non-directive methods of 
Rogers and his group. 

Our attempt here is to circumvent the pitfalls 
of rationalization characteristic of the “school 
psychiatry.” Our interviewing technic aims at 
increasing the emotional pressure of the interview 
to the maximum that the patient can tolerate. 
Hence we avoid reassurance, do not interrupt 
tension building silences, agree with pessimistic 
utterances, and strive to deepen the abject out- 
look of the patient by such remarks as: “It 
must be awful to feel like that,” or “I don’t 
wonder that you are afraid. You have enough 
to be afraid of.” We help the patient to accept 
as valid the pain arising out of family disturb- 
ances, the guilt that underlies immoral conduct, 
the despair that follows in the wake of induced 
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abortion, however well these have been rational- 
ized consciously by the patient. 

Since the illness of the patient lies in his 
emotional life, and not in his physical body or 
in his intellect, we attempt to enter his emotional 
life as directly as possible, and introduce into it 
profound new emotional experiences which ulti- 
mately enable the patient to wean himself away 
from us so that we become a neutral person to 
him. In order to do this, we must be prepared 
to get angry with our patients when they avoid 
issues. After all, if we cannot attack them, how 
should we expect them to be able to attack us? 
However, this attack must be directed against 
the patient’s way of handling his relationship 
with us, and not against the patient as a person, 
but we refuse to permit him to handle us as he 
has others in the past. We insist upon an honest 
emotional give and take. 


The same principle runs through the group 
therapy sessions, excepting that here the emo- 
tions of the patients are directed less toward 
the therapist and more toward each other. The 
multiplicity of possible emotional experiences in 
the group makes this a far more rapid and 
effective modality for some patients than is the 
individual interview. However, it takes consid- 
erable experience and skill to prevent the group 
session from deteriorating into a series of public 
individual interviews. One has to mold the 
group, and this may tax the resources of the 
therapist. 

We are not limited to a single approach, how- 
ever, and may introduce into the interviews other 
principles which may be derived from seman- 
tics, psychoanalysis, projective therapies, or other 
modalities. We do not consider our task so sim- 
ple that we can afford to neglect any method 
which may be useful when properly applied. 
No one theory suffices, however erudite or in- 
triguing it may be, nor how persuasive its advo- 
cates. 

Therapy in the private practice of psychiatry 
remains an art which taxes the resources of 
those who undertake it. The fact that the large 
majority of our patients are benefited and that 
many of them make a complete and lasting 
recovery is sufficient evidence that today we 
have moved very far indeed from the days when 
to become mentally ill was to despair of ever 
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being well again. Many of those who recover 
are sounder and have less danger of ever becom- 
ing ill again than those who never have been jl], 


Most of the constructive therapy in the field 
of psychiatry is being done, and will continue to 
be done, by private practitioners. Let us con- 
centrate our efforts on strengthening their hand 
for this task. If we increase the power of this 
bulwark we may some day see a diminution in 
the ravages of mental illness, the greatest 
scourge which medicine faces today. 


DISCUSSION (Abstract) 


Dr. R. Finley Gayle, Richmond, Va.— All too fre- 
quently a person with an early psychiatric problem 
avoids soliciting the aid of a psychiatrist in private 
practice because of the fear engendered in many people 
that the psychiatrist is some horrible person who can 
read the mind and who will put the patient in a lunatic 
asylum. The public is rapidly becoming educated in 
this regard but this feeling is still present. As a private 
practitioner of psychiatry I tell my patients that my 
endeavor is to keep people out of mental hospitals 
rather than put them in. It is, without a doubt, true 
that much has been done along educational lines of 
enlightening the public in reference to the role of the 
psychiatrist. It is also true that much of this has been 
brought about by the many private practitioners of 
psychiatry located now in all large medical centers and 
even in small communities. 

It is important that young psychiatrists be thoroughly 
trained in the treatment of the non-hospitalized pa- 
tients, but hospital treatment for psychiatric patients 
is essential even in many very early cases and is, if 
the two can be compared, probably more important 
than the other. I thoroughly agree with Dr. Woolley’s 
feeling in reference to narrow specialization in psy- 
chiatry. There can be no one technic and everyone 
must guard against over-emphasis of any one thera- 
peutic procedure. In fact, many different procedures 
and technics may be used upon the same patient with 
great success. Most of us who are not freudians still 
believe that there is much virtue in this approach and 
that in selected cases it is the treatment of choice, and 
in many it is of value in conjunction with other pro- 
cedures. There is a tendency on the part of many 
to “shock” everyone. This should be discouraged. 

I certainly did not quite understand Dr. Woolley’s 
“attack” approach in therapy. I feel that we have not 
got to give a patient maudlin sympathy, but if we can 
give him sympathetic understanding, we can get rap- 
port with the patient more quickly than by the attack 
therapy. Perhaps I misunderstood just exactly what 
he means. 

Dr. Woolley has mentioned the value of out-patient 
shock. I am in accord with him in believing that this 
procedure should be tried in certain instances but its 
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use should be very closely guarded and it should not 
be indiscriminately used as it is in many places. I am 
opposed to out-patient electric shock in all cases. We 
have used it occasionally as a maintenance or booster 
dose for patients who have had previous in-patient 
electric shock therapy. It was reported that a practical 
nurse and her brother, an attendant in a mental hos- 
pital, bought an EST machine and treated their aged 
agitated mother in their home, from which therapy 
she died. 


Some psychoneurotics do best as out-patients and 
others definitely do better in the general hospital. The 
best psychotherapy, in certain individuals, is to get them 
away from their own environment and other irritating 
and conflicting situations. Here, too, sub-shock insulin 
therapy can be administered with satisfaction and is 
often very helpful in the administration of psychotherapy 
to the psychoneurotic individual when such a procedure 
would be relatively dangerous away from the facilities 
of the hospital. I thoroughly agree with Dr. Woolley 
in his statement that a large per cent of psychoneu- 
rotics treated by private practitioners are benefited. We 
in this field know that a psychoneurosis may be a more 
debilitating, disabling and devastating disease than some 
psychoses, and too many of them are much more 
amenable to treatment now that we have certain new 
physical measures at hand. 

It is an accepted fact that the frequency of mental 
illness is on the increase. I do not know whether this 
is really true or whether it is easier to count noses due 
to the fact that more people are consulting psychiatrists, 
that diagnosis is more discriminating, and that people as 
a tule are less ashamed of psychiatric illness. I do feel 
that the hope of psychiatry for the future, to a con- 
siderable extent, rests in the hands of the private prac- 
titioner of psychiatry. As the number of psychiatrists 
increases throughout the country more cases will be 
recognized and treated early and there will be fewer 
admissions to mental hospitals. 


Dr. P. L. Dodge, Miami, Fla.—The psychiatrist who 
understands his patient will necessarily get a very excel- 
lent history, then put himself in the place of the patient. 
If the patient is thus treated, he will place himself in 
the hands of the psychiatrist without any doubt or fear 
and will have the confidence that will enable him to 
derive the greatest benefit from the treatment. I try 
to use many different treatments and approaches and 
not allow myself to use any one particular method to 
the exclusion of others. 

A few years ago I had the good fortune to be able 
to build a hospital of my own where I have been 
treating many patients who I feel do not respond fully 
and wholly in my office. They get well much more 
quickly in the routine of the hospital, which is so 
pleasant that it is almost like home surroundings. 

I have a group of very fine nurses whom we have 
trained over a period of years. They are understanding 
and help the patients tremendously. The patient will 
get well quickly if we can get his confidence, and if he 
likes the physician, nurses, and the hospital or the 
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surroundings where he is being cared for. Most of such 
patients become so well adjusted that they do not return 
to the hospital again. 


Dr. H. Selinsky, Miami, Fla—1I should like to make 
a comment about something that I feel is of tremendous 
importance to all of us who are practicing medicine, 
and that is the experiment in socialized medicine which 
is now going on in Britain. Those of us who had the 
opportunity of attending the International Congress on 
Mental Health last August were impressed with certain 
changes that are going on very rapidly. Dr. Woolley’s 
paper, in which he painted on a very broad canvas 
an eclectic approach to the therapy of mental illness, 
is a good thing to bear in mind. But it is also important 
to bear in mind that all these types of therapy were 
developed after a long period of work and research, 
that this took a great deal of time and training and 
money. 

It is, I believe, important for us to give thought to 
the influence of socialized medicine on the caliber of 
scientific psychiatry that we are likely to practice, for 
when we are handling masses of patients, we know 
that we are likely to be reduced to a lower standard 
in practice, a less scientific type of practice. I should 
like to know whether Dr. Woolley has given some 
thought to this matter which presents itself closely to us. 


Dr. Woolley (closing)——I do not know just how to 
answer Dr. Gayle about the “attack” therapy of pa- 
tients without having to write another paper, but I am 
quite sure that although we have benevolent attitudes 
as psychiatrists, and I feel very kindly toward my 
patients, in general patients can be excessively irritating. 
If we are not aware of that irritation and able to 
express it to our patients, we are committing the same 
fault with our patients that they have been committing, 
many of them, all their lives, which made them sick. 

I do not see how the doctor can expect the patient 
to do what he does not do himself. I do not see why 
he should not be able to say to the patient, “You are 
irritating me; you are wasting time on something that 
is worthless and unimportant and let’s get down to 
brass tacks,” and say it as if you meant it, not aca- 
demically. I think failure to do that accounts for many 
therapists’ giving shock in cases where they should not. 
I feel that a great deal of shock therapy is given by 
the doctor, not because the patient needed it but be- 
cause the doctor is irritated with the patient for not 
getting well for him. That is an unconscious mechanism 
and if the doctor would discharge his hostility, he would 
get better results with patients psychotherapeutically and 
would not have to give shock therapy. 


As far as out-patient shock therapy is concerned, we 
do it in quite a few cases if we can care for the pa- 
tients adequately outside of the hospital and see that 
they are not alone, and if they are not going to be 
embarrassing in the phase of confusion. We do not 
want to harm them or have them harm themselves in 
the confusion that often follows electric shock; but if 
the community is able to handle the patient (the rela- 
tives or some other set-up), we prefer to treat them 
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out of the hospital. At times, of course, we do get the 
patient away from the family when we feel that is 
necessary. However, if we take him away from the 
family and isolate him in a hospital and get him to 
react better there, when we send him home he often 
slips back. 


If we can treat them at home and teach them to 
stand up to the mother-in-law or mother, and some- 
times get enough strength on their own to throw the 
intruders out of the house (as some of our patients 
do), then we have accomplished something with the 
patient. 

Actually, what mental illness consists of mostly is 
a matter of attitude on the part of the patient. We 
aim at a radical cure of these conditions, not just 
amelioration, and we believe the patients suffering from 
such diseases or reactions can be cured by proper treat- 
ment. I do not think they are diseases in the sense of 
being an infection or anything of that kind, but pa- 
tients with such behavior disturbances, or (to use the 
terms Dr. Cleckley objects to) hysteria, schizophrenia, 
manic depressive reactions, and so on, with recurrent 
illnesses or prolonged illnesses, can be radically cured, 
put back in the community at not only a better level 
than they had before, but a surprisingly high level, and 
with surprisingly little danger of their getting sick 
again. 

The reason why mental illness tended to be recurrent 
and patients tended to relapse after hospital treatment 
a few years ago was that we did not understand 
nearly so much about what made people sick then as 
we do now. I think we know what makes them sick 
and I think we know how to teach them to live so they 
will not be sick again, not just to live with the symp- 
toms, not to avoid situations, but to handle the situa- 
tions that have made them ill. 


I was interested in what Dr. Selinsky had to say 
about socialized medicine in England, and the less 
scientific type of practice as more and more cases are 
forced upon the psychiatrist. There are tremendous 
numbers of patients that are ill psychiatrically. Some 
of them have minor disturbances; some of them get 
well very rapidly. I remember one who came into my 
office for a consultation one morning. She had a de- 
pression, and I tried to get across to her even in that 
first interview some idea of what we are driving at in 
facing her problem. She had been avoiding her prob- 
lem, allowing her family to impose upon her, including 
her husband who was a very important factor. 


She did not catch on, but she came into a group 
therapy session a little later, having waited for that, 
and in the group session she heard some of the other 
patients express feelings about their problems. She 
caught on then and, in about the middle of the group 
session, jumped up and said, “So I have got to get 
mad, have I? I am getting mad right now,” and she 
“blessed” me out, she “blessed” out the other patients 
in the group therapy session, and she walked out of the 
group therapy session when it closed, her husband was 
there, and she started to “bless” him out. He said, 
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“You can’t do that,” and she said, “The doctor told me 
to get this off my chest.” 


“He didn’t mean here; he meant in there.” 


“No, he meant right where I was, to go ahead and 
get it out.” 

She never had to come back and she has gotten along 
to this day. 

We see a tremendous number of patients, more than 
we should. We cannot get enough help for them. What 
are we going to do? Are we going to refuse to se 
people who are ill and need our help? Are we going 
to leave them to people who are not competent to 
take care of them? Are we going to send them all 
away to private sanitoria? Or are we going to do the 
best we can? 


CEREBRAL ALLERGY* 


By Hat M. Davison, M.D. 
Atlanta, Georgia 


For a long time it has been noted that symp- 
toms of bizarre and unusual cerebral disturb- 
ances occur in allergic patients. During the 
early years of our allergic studies, it was as- 
sumed that these cerebral symptoms coincided 
with the allergic reactions purely by chance. 
In some patients, organic lesions, such as tumors, 
were suspected, and in others, hysteria and neu- 
roses were diagnosed. While in some instances 
these disturbances occurred alone, nearly always 
they appeared coincidentally with one or more 
common allergic disorders, such as asthma, hay 
fever, urticaria, angioedema, or eczema. Later 
it was observed that when the allergic symp- 
toms improved, the cerebral symptoms improved 
also. 

Further observations and experiments showed 
that, at times, the cerebral symptoms could be 
produced at will by feeding patients certain 
foods. It was also observed that in rarer in- 
stances, the ingestion of a drug, the inhalation 
of powdered substances, or even odors would 
produce these symptoms. 

The first patient with a cerebral manifesta- 
tion possibly due to allergy was observed in 
1933. He was a young man of eighteen suffer- 
ing from recurring attacks of unconsciousness 


*Read in Section on Allergy, Southern Medical Association, 
Forty-Second Annual Meeting, Miami, Florida, October 25-28, 
1948 
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and his illness had been tentatively diagnosed 
as cerebral tumor. These attacks, however, were 
relieved by injections of calcium chloride and 
epinephrine. Unfortunately, we did not have an 
opportunity to study this patient thoroughly. 


Our second patient suffering from cerebral 
allergy and observed in 1935 was a man of 37 
years, a lawyer by profession. He described the 
following symptoms as occurring sequence: a 
slight headache, urticaria, and itching, white 
spots in his field of vision, flickers like dust in 
the sunlight, blurred vision and the inability to 
focus properly. Along with this the patient 
would become unable to speak plainly, or to say 
what he desired to express. Some times he would 
say practically the opposite of what he intended. 
He might try to say, “Yonder goes Mr. Jones,” 
but actually say, “Here comes Mrs. Smith.” At 
times he would almost lose consciousness so that 
he was forced to sit down on the street. He knew 
that the above symptoms were caused by the 
ingestion of eggs, crabs, oysters, and strawber- 
ries. No attacks would appear if these foods 
were avoided. 


Our third patient was a young lady of six- 
teen, who had left home to go to school in an- 
other town. There she developed peculiar symp- 
toms which were suspected of being either a 
beginning epilepsy, or purely a nervous condition 
produced by leaving home. However, the pa- 
tient’s neurologic examination was completely 
negative and she said that she was not nervous 
and liked the school very much. Her attacks 
usually came on in the classroom, but might 
occur anywhere. The symptoms were as fol- 
lows: the patient would know what she desired 
to say, but would be either completely unable to 
speak, or would say things backward, getting 
things mixed up. This was followed by nausea 
and a blinding headache and was nearly always 
accompanied by numbness in one hand, one foot, 
or at times, one whole side of the body. At 
other times, the numbness would occur on one- 
half of the face and one-half of the tongue. 
Although the patient had not been aware of any 
food sensitivity, markedly positive skin reactions 
were obtained both to foods and inhalants. 
There was also a marked family history of 
allergy. This patient had no more attacks after 
she was placed on allergic treatment. 
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Since January, 1935, approximately 5,000 pa- 
tients have been studied in our office from the 
standpoint of allergy. From this number, we 
have reviewed the case reports of 428 patients 
with possible cerebral allergy, and from these 
428, we have selected 87 cases for the present 
report. Omitted from this study are cases of 
epilepsy, migraine, and headache alone. Included 
are definite mental and emotional disturbances, 
personality changes, mechanical or neurologic 
disturbances, disturbances about the eyes, and 
those of sight, and speech changes. A family 
history of allergy has been present in 72 of these 
patients and absent in 15. 

Either psychosomatic factors, or the meno- 
pause, have been present as possible precipi- 
tating or accentuating causes in fourteen cases. 
In seven patients, there has been a possibility of 
a beginning epilepsy. Twenty-six of these eighty- 
seven patients were male and sixty-one female. 
There were five patients in the first decade, 
eleven in the second, eighteen in the third, 
twenty-eight in the fourth, fifteen in the fifth, 
eight in the sixth, one in the seventh, and one 
in the eighth decade. The patients’ ages varied 
from two years to eighty. 


Fifty of these patients have clinically proven 
food sensitivity, eighty-three have given positive 
reactions to skin tests, two were negative, and 
two were not tested. In only four of these 
patients were symptoms of cerebral allergy 
present alone; in the other eighty-three cases, 
from one to seven other allergic manifestations 
were present. These were usually: asthma, hay 
fever, urticaria, angioedema, eczema, and either 
gastro-intestinal or genito-urinary manifestations. 

The effect of inhalants on cerebral allergy 
in these patients has not been definitely estab- 
lished. However, injections of extracts of inhal- 
ants have apparently aided in relieving symp- 
toms in some of these patients. In a few cases 
the patients themselves were sure that the inhala- 
tion of food odors, particularly those of onion 
or cooked cabbage, were instrumental in produc- 
ing attacks. 

Mental symptoms!? were present in thirty 
patients, the most common being sleepiness, 
which in some instances progressed to a state 
of stupor. One of the first patients we ob- 
served with this condition was a prominent ear, 
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nose, and throat specialist, who would become 
so sleepy about four in the afternoon that he 
was hardly able to take care of his patients. 
Clinical tests proved that this condition was 
caused by milk. When he omitted milk from 
the diet, the doctor had absolutely no trouble 
in going through his day’s work, but when he 
took any milk beyond the amount found in 
foods such as bread, this condition returned. 


There were cases of marked insomnia. Other 
patients described the effect of taking certain 
foods as “sluggishness, or slow thinking,” “dif- 
ficulty in thinking,” “tardiness of thought,” 
“dullness of thought,” “confusion in thinking,” 
“inability to concentrate,” “partial black out,” 
“a sense of unreality, like living in a dream.” 
Two of the patients complained of childish com- 
pulsions. 


In observing these patients, it was not always 
easy to draw the line between what one might 
term emotional disturbances and personality 
changes.’ These occurred either alone or mixed 
in fifty-seven out of eighty-seven patients. The 
terms appearing below describe either the symp- 
toms that we actually observed ourselves in the 
patients, or were used by the patients them- 
selves: “Increase in temper,” “mean,” “sulky,” 
“irritable,” “impatient,” “quarrelsome,” “can’t 
be pleased,” “can’t cooperate with anyone about 
anything,” “Sensitive,” “easily hurt,” “crying 
with or without cause,” “unhappy,” “morbid,” 
“depressed,” “worries,” “contemplates suicide,” 
“feels terrible,” “restless,” “tense,” “nervous 
and easily upset,” “jumpy,” “jerky,” “chews 
clothes,” “nightmares,” “loss of pride,” “don’t 
care,” “fears, with a question about what and 
why,” “a feeling of wanting to remain in bed 
all the time,” “jumpy and jittery,” “can’t make 
decisions.” In discussing temper, a mother said 
that when her young son was in one of these 
moods and was told anything to do, “something 
would go all over him” and he would go into a 
tantrum. 


A high school girl student complained of ex- 
treme lassitude, with a loss of pride in her work 
in school, of loss of interest in dates, and loss of 
ability to concentrate and study properly. The 
removal of milk from this girl’s diet produced 
a marked change within three days, and these 
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symptoms did not return unless milk was again 
included in the diet. 

Other children showed some of the varioys 
emotional or personality changes'! mentioned 
above, with the resulting inability to cooperate 
either in school or at home. When foods to 
which they were sensitive were removed from 
the diet, they became normal, happy, coopera. 
tive children. 

In our attempt to deal with psychosomatic 
factors in allergy, we have explained to our 
patients something about the formation of a 
philosophy of life. A lady said: “It is easy for 
me to follow your philosophy of life when I am 
on a diet, but impossible when I am not.” 

Fifty-seven patients presented some of the 
following neurologic symptoms: 

Paresthesias—Tingling, crawling, itching, numbness, 

indefinite pain, sensation of burning. 

Muscular —Twitchings, quiverings, jerking, sense of 

drawing, weakness, paralyses. 

General—Faintness, fainting, partial loss of conscious- 

ness, total loss of consciousness, with or 


without convulsions. Many of these 
also complained of headaches. 


Disturbances of sight, or other disturbances 
about the eyes, occurred in thirty patients. These 
disturbances were described as follows: the ap- 
pearance of wheels, rings, zebra stripes, flashes 
of light, flickers like particles of dust in shafts 
of sunlight, spots and dots, white or black, and 
the sense of objects receding, as if on a train 
moving away. In addition, there occurred a 
sensation of a shadow’s being on part of the 
sight, scotomata, hemianopsia, diplopia, blur- 
ring, fogginess, or haziness of vision, inability 
to focus, transient paralyses of the extrinsic 
eye muscles, sense of drawing or of twitching 
of the eye muscles, a sense of vibration in the 
eye, marked photophobia, and in one patient, 
distorted vision. 

Definite speech changes occurred in fifteen 
patients. Some of these would know what they 
wished to say, but could not speak, or were 
unable to control their words and would scram- 
ble them. Others wished to say one thing and 
actually said another. In addition to this, there 
was thickness of enunciation, or “fuzziness” of 
enunciation, as described by one patient. In 
one individual there was definite stuttering dur- 
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ing an attack. In others there was slow and 
difficult coordination in speaking, apparently due 
more to inability to think, rather than to enun- 
ciate words. In other cases the patient would 
forget what he wanted to say. 


In thirty-five patients, there occurred one or 
more of the miscellaneous manifestations listed 


below: 
Vertigo 
Instability on feet, with poor muscular control, with- 


out vertigo 

Marked general weakness 

Marked fatigue 

Cold or hot flashes over part, or all of the body 

In a patient what appeared to be allergic shock, with 
paleness, cyanosis, fast weak pulse, the attack being 
relieved by an injection of epinephrine 

In another patient a shock reaction took place very 
similar to that occurring in hyperinsulinism and 
consisting of weakness, nervousness, tremor, and 
marked sweating. This reaction could be repro- 
duced by the ingestion of eggs 


Of the above eighty-seven patients, forty-nine 
have either been totally relieved, or markedly 
improved by allergic management. Six have been 
moderately improved, thirteen unimproved, and 
nineteen are either still under treatment, or could 
not be reached to determine their present status. 


The ten most important foods that have been 
incriminated in this series, in order of their im- 
portance, are: milk, chocolate, onion, cabbage, 
pork, eggs, fish and shellfish, tomatoes, nuts, 
and apples. Proof that the above-mentioned 
cerebral reactions are due to allergy is clinical, 
and any discussion concerning the mechanism 
of their production must be hypothetical. It has 
already been proven that allergy can affect any 
tissue, or any organ of the whole body. These 
reactions may be produced from a vascular 
standpoint by a contraction of blood vessels and 
a reduction of the blood supply to a certain part 
of the brain, by a dilatation and marked increase 
of the blood supply, or by angiodema. It is not 
inconceivable that there may be allergic reac- 
tions in the brain cells themselves.! 569 !? Ex- 
perimental work has shown that a localized cere- 
bral anaphylactic reaction, or allergic reaction, 
is possible in the brain of dogs, rabbits, mon- 
keys, and of guinea pigs. There have been a 
few clinical reports? 3 4 9 !° of proven cases. Clin- 
ical proof that the above-mentioned symptoms 
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may be, and in some cases are, definitely due to 
food sensitivity, offers relief to many patients 
who formerly could not be treated successfully. 
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DISCUSSION (Abstract) 


Dr. Davison—Comment, if you will, on whether you 
think we are safe in trying the clinical food test on 
people with cerebral allergy. 


Dr. Herbert J. Rinkel, Kansas City, Mo—I should 
answer Dr. Davison’s question, concerning any danger 
in performing individual tests, in this manner. First, 
over a period of sixteen years’ time in which over fifty 
thousand individual tests have been made with my 
published technics, there have been only a few reac- 
tions which were dramatic and none which have been 
alarming. 

If we think about this problem for a moment, we 
must realize that, whether we do the diagnosing or 
whether we allow the patient to do it for us, all diag- 
noses of food allergy are made by the eating of the 
food under such conditions as could precipitate clear cut 
symptoms and, therefore, we must choose which is the 
lesser of two evils: to allow the case to go undiagnosed 
and have the patient accidentally perform the test upon 
himself, or should we, as physicians, do it under con- 
trolled conditions in our office. 

Sometimes the symptoms produced as a result of 
eating a food under test conditions are quite severe. 
In one instance, a patient whose migraine had been 
of such severity as to suggest a brain tumor with 
operation by a very competent neurologist and neuro- 
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logical surgeon, we were able to produce homonymous 
hemianopsia by the deliberate feeding of egg. Other 
foods that produced the headache were beef, grapes, 
beets and oranges. There were no untoward effects as 
a result of the egg test. 


The patients in whom we produced a condition of 
shock or a physical collapse, who became unconscious 
temporarily, are worth reporting. One was a patient 
who knew that corn and egg agreed with her because 
every time she ate them she felt better. She collapsed 
forty minutes after eating the egg and twenty minutes 
after eating the corn under test conditions. Subsequently 
it was found that these were the only two foods which 
disagreed with her. 


This should emphasize the value to be placed upon 
a history given by the patient, that a certain food is 
agreeable. In taking histories of these conditions, when 
a patient tells you a certain food always improves the 
symptoms, one should consider the patient allergic to 
that particular food until this has been disproved by 
deliberate, ingestive trial. 

Changes in the personality mentioned by Dr. Davison 
are seen most clearly in childen but they do occur in 
adults. One of our best cases was due to beet sugar 
allergy, the beet sugar being obtained in ice cream. 
Today nearly all soda fountain drinks have beet sugar 
in them for it is cheaper than any other sugar at this 
particular time. 

Sugar sensitization is common in the case of beet and 
corn, but rare to cane sugar, in our experience. 

I did not see wheat or corn on Dr. Davison’s list of 
specific foods. His chart emphasizes a point I should 
like to discuss, namely: that the food problem varies in 
the different geographic locations of the United States. 
One should not assume that everybody eats the same 
as they do in Kansas City. Therefore, diagnostic tests 
based upon probability should and necessarily do vary 
in different communities. 


Dr. G. Frederick Hieber, St. Petersburg, Fla.— No 
system of the body is immune to allergic reactions. 
The experimental work of Lasowsky, Kopeloff, Plaut, 
Jervis, and many others has demonstrated that nervous 
tissue is as capable of being a shock organ as the nasal 
mucous membrane, skin, or lungs. Practically any neuro- 
logic lesion and many psychic states can be simulated 
by central allergic reactions. In only a small group 
have parenchymous changes been found, pointing to the 
fact that a reversible reaction has occurred. 

Many papers have been written both here and abroad 
reporting cases demonstrating central nervous system 
manifestations with sensitization with single or multiple 
allergens as the etiologic factor. The bulk of the litera- 
ture deals with the relationship of allergy to migraine 
and epilepsy, and the most hard-headed skeptics are 
beginning to take an active interest or at least agree that 
sensitization is a possibility in the above mentioned 
neurologic manifestations. Since Horton’s excellent study 
of histamine cephalgia and Rich’s experimental work 
on the collaginous diseases in which he showed that 
the underlying early pathology of rheumatic fever, 
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serum disease, sulfonamide reactions, periarteritis no. 
dosa, and lupus erythematous are indistinguishable to 
the practised eye, the so-called pure skeptic internists 
have food for thought before they may criticize the 
conservative allergist. 


Dr. Davison has gone one step further in empha- 
sizing the need to consider the possibility of protein 
sensitization as a cause for psychic changes in the 
allergic patient. We have seen or read reports of per- 
sonality changes for the better in a successfully treated 
allergic victim. Usually this followed treating the pa- 
tient for another allergic manifestation and observation 
of the psychic change was coincidental. Clark reports 
the case of a thirteen-year-old boy who was expelled 
from school as incorrigible. Following proper treatment 
for his hay fever, the child became happy and got 
along well with his fellow playmates. If this was the 
only time that we saw a personality change, that is, 
in a patient relieved of a miserable condition at the 
best (hay fever or asthma), we might justifiably sit 
back and read or listen to a paper of this nature with 
our tongues in our cheeks. The same might be said 
of any organic illness. Once relieved of the condition, 
the patient necessarily has a better mental outlook, 
We certainly should not attribute concomitant irrita- 
bility to allergy. The adage that a healthy child is 
a happy child still holds. 

However, when seasonal somnolence occurs without 
any other accompanying allergic manifestations, as re- 
ported by Sternberg, which is relieved by specific pollen 
therapy; or when a high strung, nervous, unruly, or 
disagreeable child without concomitant allergic mani- 
festations, as reported by Shannon, changes to a happy, 
agreeable, and obedient child after a dietary item, par- 
ticularly wheat, is removed, perhaps we have reason 
to pause and reflect upon the bizarre case with mental 
aberrations. The key could be in our own diagnostic 
armamentarium. 


Dr. J. Warrick Thomas, Richmond, Va—I have a 
patient in mind, a boy of thirteen, the son of a physi- 
cian, who had marked urticaria and when he had it 
he would become quite stubborn, incorrigible, and un- 
reasonable. 


He happened to be in private school, and his average 
in class was from 96 to 100, but every time he had a 
flare-up of the allergy, he made a very low grade. His 
thoughts were incoherent, and he was the worst problem 
in school. It was only when he had this allergy under 
control that he was able to do his best work. 


Dr. Davison (closing)——Wheat was well down the 
list, and corn four or five foods further down. My 
observations are not at all so accurate as Dr. Rinkel’s, 
which will come under “statistics.” Our figures are 
based on observations by the patients themselves, in 
most instances repeated for accuracy, and observations 
that we ourselves have made on 428 cases. All of our 
clinical food tests have been done at home, since, in 
many instances, our patients live quite a distance from 
our office, and the clinical food tests require much 
time. 
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VITAMIN E 
A THERAPEUTIC PERPETRATION* 


By HERBERT EICHERT, M.D. 
Miami, Florida 


It is the purpose of this presentation to review 
the status of vitamin E and alpha-tocopherol in 
the treatment of cardiovascular disease. This 
substance came into widespread use in 1946, 
following the publication of extravagant claims 
by Shute and Vogelsang.? Although this group 
of investigators and their disciples have con- 
tinued to report fabulous success in the treat- 
ment of almost every known type of cardio- 
vascular disorder, all other authors who have 
investigated this treatment find it to be vir- 
tually worthless. 9 10 11 12 

In spite of the dubious value of this drug, 
its widespread use continues. The perpetration 
of this nostrum upon a gullible public is a reflec- 
tion of the influence which lay publications exert 
on medical practice. It is the secondary purpose 
of this article to point out how a small group 
of physicians were able, literally, to force thou- 
sands of other physicians to treat cases of heart 
disease with vitamin E by presenting their opin- 
ions to the public through the lay press before 
these had been corroborated, or before the aver- 
age physician was aware that such a treatment 
existed. 

Under ordinary circumstances a remedy of 
such questionable merit would long since have 
faded from the attention of the medical pro- 
fession and the cardiac invalid, but the diminish- 
ing flame has been repeatedly kindled by new 
articles appearing in the lay press, which are 
written in a manner designed to create hope in 
otherwise hopeless invalids. Such an article ap- 
peared in Coronet magazine’ as recently as 
August, 1948. Although admitting the existence 
of a controversy, the article implied that there 
was a possibility that vitamin E might do some 
good in heart disease. It is easy to understand 
how such an article would have far greater 
appeal to the average cardiac invalid than would 

the serious, factual and frequently pessimistic 
attitude of his physician. 


*Read in General Clinical Session, Miami Day, Southern Medi- 
cal Association, Forty-Second Annual Meeting, Miami, Florida, 
October 25-28, 1948. 
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In the June 10, 1946, issue of Time magazine! 
the story “broke” and vitamin E made its debut 
as a reputed specific in the treatment of heart 
disease. In a news “scoop” Time magazine 
ballyhooed the claims of Dr. Shute and Vogel- 
sang of Ontario regarding their alleged discovery. 
It is significant that this article in the lay press 
preceded the publication of any report in a medi- 
cal journal. Thus a widely read lay publication 
presented fantastic claims to the public, before 
the average physician had even an inkling of 
their being. Consequently, the swarm of patients 
who trekked to their doctors requesting that they 
be given this new treatment, which had been 
described in Time magazine, found their doctors 
unprepared to administer the treatment, and 
unable to discuss the subject intelligently. The 
article in Time magazine made vitamin E appear 
to be a panacea in practically every known type 
of heart disease, a discovery comparable in mag- 
nitude to that of penicillin or sulfanilamide in 
their respective fields. The article carried photo- 
graphs of patients who had been helpless cardiac 
invalids until vitamin E had cured them and 
enabled them to resume strenuous occupations. 


Incisive demands by patients sent many physi- 
cians scurrying to libraries to look up the litera- 
ture on vitamin E and heart disease, but this 
effort was fruitless for at that time there had 
been no published medical reports. 


The chagrin of such an experience led this 
essayist to send a hasty communication to Shute 
and Vogelsang requesting a reprint of their pub- 
lished work. None was received but instead a 
sketchy mimeographed reply was returned, a full 
paragraph, the contents of which were vaguely 
analogous to the information which one might 
expect on the label of the average patent medi- 
cine. 


Before dismissing the subject of the article 
in Time magazine, and without wishing to dwell 
too strongly on the policy of the lay press in its 
attitude of reporting medical topics, this essayist 
wishes to bring up a relevant incident. A recent 
personal communication was sent to the editors 
of Time magazine questioning the propriety of 
the article in question. A rather apologetic reply 
was received in which it was stated among other 
things that “Time’s medicine staff has been com- 
pletely changed since 1946,” and that they are 
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now “making every effort to present material 
that has more respect from the medical pro- 
fession.” Time’s editors did admit that they had 
“gone out on a limb” in publishing the article. 

A short review of the preliminary work of 
Shute and Vogelsang leading to the use of vita- 
min E in the treatment of heart disease has a 
significant bearing on the nature of their subse- 
quent claims. 

For many years Shute had published reports 
of the effect of vitamin E on certain disturb- 
ances of the reproductive organs. Noting that 
this vitamin had an apparent effect on hemor- 
rhagic tendencies, he conceived the idea that it 
might exert a favorable effect on diseased blood 
vessels. Observers had noted that rats fed a 
vitamin E deficient diet showed myocardial 
lesions at autopsy. Other investigators noted 
that cattle on vitamin E deficient diets showed 
electrocardiographic evidence of myocardial dam- 
age. This latter observation was not corrobo- 
rated by a subsequent investigator. From this 
it was hypothecated that clinical heart disease 
might be due to vitamin E deficiency. The 
experiment which spurred these investigators on 
was the treatment of a hunting dog with vitamin 
E. This animal was said to have been moribund 
due to heart disease, but after several days of 
vitamin E therapy, was well enough to run 
with the pack. This laborious investigation ap- 
parently justified the clinical trials on patients, 
and as had been anticipated, these scientists 
found that practically every case of heart dis- 
ease showed some improvement following vita- 
min E therapy. After a few more clinical trials, 
unbelievable results were obtained and a pre- 
liminary report fell into the hands of an avid 
reporter resulting in the sensational article in 
Time magazine.! 

Each group of clinical trials by Shute and 
Vogelsang resulted in extension of their claims. 
Most of these articles appeared in the Medical 
Record.’ Although this medical journal is a time- 
honored publication, it does not have a large 
circulation and is not too well known. In our 
local library, which subscribes to over 125 medi- 
cal publications, the Medical Record is not in- 
cluded. With no intention of reflecting on the 
quality of the publication, it must be empha- 
sized that the medical data which were reported 
by Shute and Vogelsang were never readily avail- 
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able for the average physician to peruse and 
evaluate critically. The only nationally impor- 
tant medical journal which carried an article by 
these authors was a recent edition of Surgery, 
Gynecology and Obstetrics.* 


On the other hand it has been easy for the 
wishful thinker, either lay or medical, to read 
in Coronet magazine that Vogelsang and Shute 
have treated 3,000 cases of heart disease with 80 
per cent improvement and that 3,300 physicians 
in the United States are now using vitamin E 
in heart disease. 


Following the apparent clinical success of this 
new method it became necessary to explain the 
rationale of its action. There are no detailed 
reports in the literature of biochemical or tissue 
studies to explain the apparent marvelous effect 
of vitamin E in heart disease; nevertheless, 
Shute and Vogelsang postulate from their clini- 
cal studies, that vitamin E has “beneficial effects 
on blood vessels, on the myocardium, on the 
pacemaker and influences the thrombotic fea- 
tures of coronary artery disease by improving 
the collateral circulation in the ischemic area.” 
In their studies of vascular disease they state 
that the tocopherols “have a direct effect on the 
thrombi. The clot itself is directly attacked 
and literally melts away.’”* 


Shute and Vogelsang also claim to have re- 
duced 10-75 per cent of the disability of pa- 
tients with old cerebral thromboses even when 
they have existed in some cases for periods as 
long as six years.‘ 


This essayist has sent questionnaires to repre- 
sentative department heads of medical universi- 
ties throughout the United States requesting 
the results of their experiences with vitamin E 
in the treatment of heart disease.!? Not a single 
favorable reply was received. These comments 
will be discussed later but apropos of the effect 
of vitamin E on thrombi claimed by Shute and 
Vogelsang, the opinion of Wright might be 
interesting. Wright stated that he had observed 
patients who had received vitamin E, some of 
them for as long as a year. Objective results 
were definitely disappointing particularly in 
peripheral vascular disease. He described a case 
in which large gangrenous ulcers appeared while 
the patient was on vitamin E therapy. Another 
personal communication prompted a reply that 
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“from my knowledge, I am convinced that it 
(vitamin E) has no value other than a psycho- 
somatic one.””!? 

Another correspondent said that he had re- 
ceived a good deal of vitamin E for clinical 
trial and had given it in large doses over long 
periods of time until some of the patients were 
literally sick, and discontinued the use of this 
substance because not a single one of the pa- 
tients seemed appreciably benefited.!? 

Replies from these questionnaires were re- 
ceived from Johns Hopkins, the Mayo Clinic, 
and medical universities in New York, Boston, 
Chicago, and many others. In each instance the 
correspondent declared that in his estimation 
vitamin E was of no specific value in the treat- 
ment of cardiovascular disease.!? 

These replies furnish a clue to the paucity 
of published reports condemning the use of vita- 
min E in heart disease. Most of the clinicians 
abandoned their trials because of the utter lack 
of response during the preliminary phases of 
their investigations. It is unfortunate in the 
light of subsequent developments that these 
opinions were not published since if volume is 
any criterion the literature on the pros and cons 
of vitamin E therapy in heart disease is dis- 
tinctly one sided. Meanwhile, without editorial 
comment, abstracts of the published papers of 
Shute and Vogelsang continue to appear in vari- 
ous medical and trade journals some of which 
are widely read.> © 

Unfortunately, the publication of such an ab- 
stract is sometimes tantamount to a degree of 
implied endorsement. Thus the original work 
of Shute and Vogelsang has acquired a specious 
potency by glib quotation in the lay press and 
careless inclusion in other medical publications 
and trade journals. 

A number of publications contradicting the 
work of Shute and Vogelsang have appeared 
which, although small in scope, represent very 
careful and scientific study. Probably the most 
critical evaluation of the therapeutic merit of 
alpha-tocopheral in the treatment of heart dis- 
ease is that reported by Levy and Boas. This 
carefully selected series of cases had been pre- 
viously studied for long periods of time and 
exhibited a relatively stable pattern of symp- 
toms at the time the studies were undertaken. 
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Dosage of the drug was 200 to 800 mg. per 
day and in most patients, plasma levels of alpha- 
tocopherol were determined before the vitamin 
was administered. 


This series included five cases of chronic 
angina pectoris, 3 cases of active angina pec- 
toris and five cases of congestive heart failure. 

There was no change in the pattern of the 
anginal attacks in the patients studied, as a re- 
sult of vitamin E administration. 

None of the cases of congestive failure showed 
any amelioration of signs or symptoms while 
the vitamin E was being administered; how- 
ever, when four of these cases were switched 
to the conventional low salt diet, an immediate 
and dramatic improvement with marked diuresis 
occurred. 


In conclusion the authors stated that they 
found no clinical evidence to warrant the use- 
of vitamin E in the types of heart disease dis- 
cussed. 

Baer et alii® studied twenty-two patients of 
which eleven were patients with congestive heart 
failure, five patients with angina pectoris, and 
six patients with hypertension and/or arterio- 
sclerotic heart disease. Vitamin E was admin- 
istered to these patients in dosage of 300-400 
mg. daily. 

In no case was there any demonstrable effect 
on the electrocardiogram, orthodiagram or blood 
pressure. None of the patients was markedly 
or moderately improved. 

These authors concluded that their results 
were not encouraging enough to recommend the 
use of vitamin E in the treatment of angina 
pectoris, congestive failure or hypertension. 

Makinson!° and his co-workers felt that the 
work of Vogelsang and Shute was not critical or 
adequately controlled. Accordingly they selected’ 
a group of twenty-two patients with typical 
angina of effort and treated them with vitamin 
E, phenobarbital, aminophyllin, and calcium 
lactate. Each drug was given for three weeks, 
and the patients were asked to compare the 
effect of the different drugs. 

From this study, it was concluded that vitamin 
E is of no value in the routine treatment of 
angina pectoris. 

These authors call attention to the work of 
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Evans and Hoyle that all remedies used in the 
treatment of angina pectoris bring about some 
degree of improvement. Even the administra- 
tion of a placebo will bring about an improve- 
ment in as many as 40 per cent of the cases. 


This author’s series of cases (Table 1) were 


AUTHOR’S SERIES (19 CASES) 


Moderately No 
Improved Improvement Died 
Arteriosclerotic heart disease... 
Coronary heart disease... 3 2 1 
Hypertensive heart disease______ 2 1 
Rheumatic heart disease... 1 1 
Peripheral vascular disease... 1 3 
Totals 4 12 3 
Table 1 


consecutive cardiac cases encountered in private 
practice in 1947. Alpha-tocopherol was admin- 
istered in dosages of 200-300 mg. daily for 
periods of three weeks to four months. Three 
of the cases died while receiving the drug. In 
no single instance of the series was the course 
of the illness dramatically altered. 


In addition to vitamin E most of the cases 
received other remedies for heart disease; there- 
fore, where some improvement occurred it was 
difficult to ascribe it solely to vitamin E. Be- 
cause of the apparent lack of response, further 
investigation of this vitamin was abandoned. 

In summary, no appreciable benefit could be 
noted in this series of nineteen cases as a result 
of vitamin E administration. 


CONCLUSIONS 


(1) The wide and unbridled publicity which 
has been given to the unproved reports by Shute 
and Vogelsang regarding the beneficial effects 
of vitamin E in the treatment of heart disease 
is deplored. 


(2) With the exception of the claims made 
by Shute and Vogelsang and their group, every 
published, written, or verbal report which this 
essayist has been able to obtain indicates that 
vitamin E has no value in the treatment of heart 
disease. 
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(3) There is an alarming need for wider 


publication of studies and comment on the true 
value, if any, of vitamin E in heart disease, to 
combat the unsupported claims for this product 
which are being widely disseminated in lay pub- 
lications and trade journals. 


. Baer, S.; Heine, W. I.; 
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RELIEF OF THE SYMPTOMS OF ACUTE 
GOUT AND RHEUMATOID ARTHRITIS 
BY MEANS OF PITUITARY ADRENO- 
CORTICOTROPIC HORMONE (ACTH)* 


By Tom D. Spies, M.D. 
and 
Rosert E. Stone, M.D.* 
Birmingham, Alabama 


The monumental work of Hench, Kendall, 


Slocumb, and Polley! in showing that fourteen 
cases of rheumatoid arthritis were relieved by 
compound E (the adrenal cortical hormone, 
17-hydroxy-11-dehydrocorticosterone) and two 
cases by pituitary adrenocorticotropic hormone, 
marks a milestone in the investigation of this 
disease. For the past few years we have been 
studying the effect of a number of nutrients and 
hormones on the so-called diseases of later 


*Received for publication July 10, 1949. 
*From the Department of Nutrition and Metabolism, North- 


western University Medical School, Chicago, Illinois, and the 
Nutrition Clinic, Hillman Hospital, Birmingham, Alabama. 


*This study was aided by grants from the Martha Leland Sher- 


win Fund and the Birmingham Citizens Committee. 


*The pituitary adrenocorticotropic hormone was obtained through 
the courtesy of Dr. John R. 


Mote of the Armour Research 


Laboratories. 
Clayton Foundation Fellow. 


1 
2 
4. 
5 
7 
8. 
9 
10 tamin 
11 
12 
13 


oon 


we ae 


Vol. 42 No. 8 


life. Since pituitary adrenocorticotropic hormone 
(ACTH) stimulates the adrenals to make com- 
pound E, we recently have administered ACTH 
to a patient with very severe gout and to three 
patients with moderately severe rheumatoid 
arthritis. Following the selection of these four 
patients they were observed for a long period 
of time while we were waiting to obtain the 
ACTH. During the period frequent laboratory 
tests and clinical examinations were made. 


The patient with gout, C. W., a 45-year-old white 
man, when first seen in the Nutrition Clinic six years 
ago had severe gout which had begun twelve years prior 
to that time. During the six years since we first saw 
him five large tophi were removed surgically. He has 
had so many acute exacerbations that he cannot remem- 
ber them all. By the careful use of many types of 
recommended therapeutic agents and by living a care- 
fully regulated life, he has been able to hold a position. 
During the past six years he has been often free of pain. 


Laboratory tests performed prior to therapy showed 
the uric acid to be 10.1 milligrams per cent in one 
instance and 10.9 milligrams per cent in another. The 
red blood cell count was 4.62 million; the hemoglobin 
90 per cent. The sedimentation rates were: 15 minutes 
3 mm.; 30 minutes 14 mm.; 45 minutes 32.5 mm. 


Just prior to the administration of ACTH he was 
not in acute distress, but his right knee was very tender 
which made it difficult for him to walk and he con- 
stantly felt tired and nervous. Physical examination 
at this time showed an obese man with a number of 
small scars over the elbows, hands, and feet, where 
tophi had been removed surgically. There were many 
tophi present, some a few millimeters in size, others 
considerably larger than a golf ball. They were located 
at the joint bone areas of the extremities, in the left ear, 
and in the great metatarsal of the right foot. The most 
acute manifestation of gout appeared on the tophus of 
the right foot. This one was purplish red in color and 
tender to touch. We interpreted these findings to indi- 
cate a very mild exacerbation of gout. 

The patient was given a single injection of 25 milli- 
grams of “Actarmour” (adrenocorticotropin), the equiv- 
alent of 25 milligrams of “Armour standard,” dissolved 
in a sterile solution of sodium chloride.? Three hours later 
he volunteered that he felt better and he walked two 
blocks with ease. He had not done this for a long time. 
The right knee, which had been painful, no longer 
distressed him although it still was tender to touch. 
During the next eighteen hours he continued to feel 
better. The swelling and redness of the tophus on the 
tight foot decreased. The next morning he felt fine, 
was no longer tired and nervous, and had no pains 
anywhere. He could walk without discomfort and could 
wear his shoes, which had to be specially made, with 
more comfort than at any time in several months. By 


SPIES AND STONE: GOUT AND RHEUMATOID ARTHRITIS 721 


this time all redness over the tophi had disappeared. 
He continued his salicylates as before the injection of 
ACTH and four days later had had no return of the 
pain, the tenderness, or the red discoloration. Four 
days after treatment he participated in the annual 
picnic of his company without developing any symp- 
toms, but three days later he developed a severe exacer- 
bation of his symptoms. 


The cases of rheumatoid arthritis responded 
similarly and the following brief clinical descrip- 
tion is representative of all three cases. 


O. B., a 70-year-old white man, came to the Nutrition 
Clinic complaining of “rheumatism” of many years dura- 
tion in the feet, ankles, knees, wrists, fingers, and elbows. 
The onset of his disease was insidious. Twenty-five 
years ago he developed extreme fatigue and articular 
and muscular pains, loss of weight, and a sallow com- 
plexion. For many years these symptoms came and 
went and often he noticed some tenderness and occa- 
sionally some swelling of various small and large joints. 
At times they were painful on motion and frequently 
very stiff, particularly in the mornings. He is certain 
that he has had joint pain and swelling, and muscular 
stiffness for twenty-five years. He thinks that for forty 
or fifty years he has had cold and clammy hands and 
feet. For eight years he rarely was able to work and 
for the past four years he has been unable to work at 
all, despite the fact that he had a position where he 
could work. He has tried many drugs and other ma- 
terials in an attempt to relieve his pain and to overcome 
what he expressed as his “general undernourishment.” 
When first seen in the Nutrition Clinic he appeared to 
be chronically ill. His expression was sad and he was 
apprehensive. His skin was sallow and he was very 
emaciated. His lungs, heart, and abdomen were negative 
and his blood pressure was 135/82. He had moderate 
swelling and tenderness of the affected joints and slight 
limitation of motion in the shoulder joints. For a year 
and a half he had not been able to raise his arms and 
for longer than that he had not been able to shave 
himself. 

After thorough physical examination, various labora- 
tory tests were made. The uric acid was found to be 
4.1; the red blood cell count 3.78 million; the hemo- 
globin 64 per cent. Sedimentation rates were: 15 minutes 
15 mm.; 30 minutes 52 mm.; 45 minutes 57 mm.; 60 
minutes 58 mm. 


Fifteen milligrams of “Actarmour” (adrenocortico- 
tropin), the equivalent of 15 milligrams of “Armour 
standard,” were injected intramuscularly every six hours 
day and night for five days. The patient volunteered 
that the stiffness and the pain and tenderness, even in 
the most acutely affected joints, decreased in less than 
five hours after therapy. We noted a great increase 
in his energy and feeling of well-being; instead of 
appearing apprehensive and sad he smiled and seemed 
joyful. Still more improvement occurred in the next 
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six hours. By the end of twelve hours there was great 
objective improvement in his joints; they were con- 
siderably less swollen and nearly all tenderness to pres- 
sure had disappeared. His energy continued to increase 
and he was able to get out of a chair without using his 
hands, something which previously he had been unable 
to do. Also he shaved himself for the first time in 
eighteen months. Three days after the injections of 
ACTH were discontinued, the patient said he felt “mis- 
erable.” He added, however, that it was nothing like 
the same degree of “misery” which he had experienced 
before treatment. He said he just did not have vim 
and energy and his joints again had slight tenderness to 
pressure and motion. Seven days after the injections 
were discontinued one could see physical evidence of the 
return of some slight swelling around the joints. 


SUMMARY AND CONCLUSIONS 


The administration of ACTH to a patient 
with advanced deforming gouty arthritis was fol- 
lowed by disappearance of pain in the knee joint 
and the great toe. The reddish purple color of 
the great toe disappeared and the swelling de- 


SOUTHERN MEDICAL JOURNAL 


August 1949 


creased by twenty-five per cent within a few 
hours. The administration of ACTH to three 
patients with rheumatoid arthritis was followed 
by great symptomatic and objective improve. 
ment. The amount of ACTH available was not 
sufficient to permit its use indefinitely so the 
administrations were of necessity discontinued. 
ACTH is not a cure for either gout or rheumatoid 
arthritis. However, its relief of symptoms and 
subsequent objective changes were more pro- 
found than any we have seen following the 
use of any other form of therapy in either of 
these conditions. 
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EDITORIALS 


THE RADIOACTIVE ELEMENTS 


Until the past few years, practically the only 
source of radioactivity and of irradiation injury 
to living matter, aside from the x-ray, came from 
the kilogram of radium isolated since the dis- 
covery of this element around the beginning of 
the century.'! This total quantity of radium iso- 
lated in the world possessed, by definition, one 
thousand curies of radioactivity. Yet a consid- 
erable number of cases of radium poisoning were 
reported, notably in the luminous watch dial 
industry, among the workers who ingested radium 
by pointing with their lips the brushes with which 
the dials were painted. After a period of years, 
destructive bone sarcomas developed in these 
persons, although only an infinitesimal amount 
of radioactive material could have been taken 
into the body. 

Since World War II and the splitting of the 
atom on a large scale for use of its energy, radio- 
active by-products have been obtained in great 
quantity. In the uranium piles which are used 
to provide plutonium for the bomb, hundreds of 
millions of curies of radioactivity are released.' 


__ 


1. Hamilton, Joseph G.: The Metabolism of the Radioactive 
its Created by Nuclear Fission. New England J. Med., 
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Other atoms now may be split on demand. Ac- 
colades are due the physicists for the marvelous 
care and foresight with which this journey into 
the field of unknown force has been controlled 
without major accident. 


Protection has been efficient for thousands of 
persons engaged in production of the bomb. Yet 
the fear exists not only of what might happen 
if a bomb were exploded accidentally or by a 
hostile power, but of the dangers from the 
numerous radioactive elements constantly being 
produced in the uranium pile. Other elements 
have been split into radioactive components for 
investigation, and extensive studies of their physi- 
ologic effects have been conducted upon animals 
and humans. The activated elements are diag- 
nostically useful, as in studies to evaluate liver 
function described in this issue of the JouRNAL 
by Cayer and Cornatzer? of Winston-Salem, and 
radioactive elements are being used in every 
type of physiologic work. Hamilton! of the 
University of California Medical School has 
reviewed some of the comparative animal studies 
upon the metabolism of a number of the different 
new radioactive elements, and has listed the 
organs in the rat which specifically absorb each 
element as it enters the body. Many of the 
elements, for example, strontium, barium, iodine, 
zenon, have a radioactive life measured in days. 
In some elements the radiation is slight and the 
alpha rays, the most irritating variety, are not 
emitted.'! The longest lived and the most danger- 
ous of the disintegrating elements is plutonium, 
which emits three types of radiation as does 
radium itself, and has a half-life of 2,200 years, 
or considerably longer than that of radium. 


Most of the elements in the uranium pile are 
accumulated in the skeletal system of the rat 
and probably also of the human and are elimi- 
nated hence, as in lead poisoning, very slowly. 
No method has been found to hasten their ex- 
cretion. Several of them are deposited regularly 
close to the bone marrow where their effects 
are particularly injurious. Others are found in 
greatest quantity in the liver (lanthanum), kid- 
neys and blood (tellurium), muscle (cesium), 
or thyroid gland (iodine). Many are poorly ab- 


2. Cayer, David; and Cornatzer, W. E.: The Effects of 
Lipotropic Substances on Phospholipide Synthesis in Patients 
with and without Chronic Hepatitis as Measured by Radioactive 
Phosphorus. Sou. Med. J., this issue, p. 669. 
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sorbed by the digestive tract if taken by mouth, 
but are retained by the lungs if introduced there 
by inhalation or otherwise. 

For therapy with radioactive elements, radio- 
active iodine in thyroid enlargements has at- 
tracted most attention. A recent suggestion for 
treatment of malignant brain tumors is by 
radioactive phosphorus, which has been incor- 
porated into the formula of a protein found par- 
ticularly in brain cells.* It was suggested by 
workers at the University of Wisconsin’ that the 
brain tumor glioblastoma multiforme, because 
of its rapid rate of growth, might manifest an 
avidity for phosphorus, and intravenous injections 
were given to patients with malignant tumors of 
this type. The growths subsequently analyzed 
were said to contain nineteen times as much 
radioactive phosphorus as did normal brain tis- 
sue. Results were thus encouraging in that the 
element was apparently directed specifically into 
the malignant growth. The investigators note 
that any clinical use of this product is limited 
by the capacity of normal tissue, especially the 
bone marrow, to withstand its effects. 

Studies of the effects of radioactivity in the 
human body just now are timely for a number 
of reasons. 


ESTROGENS IN STERILITY 


In many conditions of malnutrition, ill health, 
or psychic disturbance in women, the first func- 
tion inhibited may be the menstrual or ovulatory. 
Long periods of secondary amenorrhea are com- 
mon as a result of anemia, infectious diseases, 
or anxiety states, although, on the contrary, the 
reproductive function will frequently carry on, 
as in famine and war-torn areas, when others 
seem nearly at a stop. 

In primary amenorrhea, infertility is expected 
since ovulation rarely occurs. Ovulatory failure 
is one of the most hopeless types of sterility. 
Treatment with various forms of anterior pitui- 
tary gonadotropins has not usually been success- 
ful. Zondek and Rozin,* of Jerusalem, have re- 


3. Erickson, Theodore C.; Larson, Frank; and Gordon, Edgar S.: 
The Uptake of Radioactive Phosphorus by Malignant Brain Tu- 
mors. J. Lab. and Clin. Med., 34:587 (May) 1949. 

4. Zondek, Bernhard; and Rozin, Samuel: Stimulation of 
Ovarian Function and Induction of Pregnancy through Intra- 
vaginal Implantation of Estrogen Pellets. Surg., Gyn. & Obst., 3 
783 (June) 1949. 
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ported studies of sixty-two sterile women with 
primary amenorrhea, fourteen per cent of whom 
subsequently became pregnant. Their treatment 
consisted of administration of estrogen in proper 
dosage. If confirmed this is an obvious advance 
in the therapy of sterility. 


The estrogens, as the Jerusalem workers Note, 
have opposite effects in the ovarian cycle, de- 
pending upon the amount taken. Excessive quan- 
tities inhibit ovarian function and follicle devel- 
opment. Pellet implantation of estrogens in 
laboratory animals may produce a syndrome 
resembling human Graves’ disease. Smaller 
amounts may stimulate the inactive ovaries by 
stimulating the anterior pituitary gland. Among 
clinicians who now prescribe estrogens, there is 
little agreement as to quantity. 


Zondek and Rozin treated their patients with 
primary amenorrhea by implantation of pellets 
of 25 to 50 milligrams of estrone or estradiol 
into the vaginal wall. Bleeding usually followed 
in about 78 days, and became cyclic in many 
cases. A patient with infantile uterus and genital 
organs responded with complete maturation of 
genital function and subsequently became preg- 
nant, after two vaginal implantations of 50 and 
40 milligrams of estradiol. 

In these patients, quantitative studies of urin- 
ary estrogens and of anterior pituitary follicle 
stimulating hormone were made. As ovarian 
function increased it was noted that the urinary 
output of anterior pituitary hormone, high in 
the menopause and in amenorrhea, decreased. 


This important contribution of a great physi- 
ologist and clinician points a path for study 
and investigation by other workers in gyne- 
cology. Quantitative studies of individual excre- 
tion of the two hormones are needed for determi- 
nation of the patient’s ovarian function. Cases of 
underdeveloped uterus and failure of ovulation 
need not categorically be considered hopeless 
from the standpoint of childbearing since appat- 
ently those tissues may be stimulated to de- 
velop and function even after adult life is 
reached. Seven of these difficult cases became 
pregnant. The treatment suggested is simple. 
The diagnosis requires considerable care. 


If estrogen may stimulate ovarian function 
more successfully than gonadotropins have been 
able to do so, it is possible that proper use of 
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testosterone may stimulate the undescended tes- 
tide to proper development, or may increase 
sperm production. Testosterone, like estrogen, 
should stimulate the anterior pituitary gland, 
as well as inhibit the gonads. 


NOTE ON GOUT AND ARTHRITIS 


With the announcement that symptoms of 
rheumatoid arthritis may be temporarily re- 
versed by a hormone (not to be available for 
general use this year), new hope has arisen for 
treatment of the long hopeless group of degen- 
erative diseases. The physiologic disturbances 
which result from hormone changes assume an 
increased interest and the tedious biochemical 
methods of following them have a consequently 
greater importance. 


Chicago investigators! have noted a urinary 
change peculiar to a small group of patients with 
gout. Their output of 17-ketosteroids was greatly 
diminished. The 17-ketosteroids are generally 
considered to be androgen decomposition prod- 
ucts; hence androgen metabolism seemed to be 
altered in gout. The patients’ sex characteristics 
and function were apparently not affected. The 
average 17-ketosteroid excretion for eleven pa- 
tients with gout was 3.24 milligrams per day, 
or less than one-third the minimum normal. The 
values were continuously low for these patients, 
even when symptoms of gout were temporarily 
quiescent. 


If testosterone was administered to the pa- 
tients with gout, the output of 17-ketosteroid 
in the urine rose proportionately, showing appar- 
ently that the patients were able to convert 
testosterone to 17-ketosteroid, but that it was 
not available within their own tissues. The 


Chicago workers suggest that the androgen pro-’ 


duction of these patients, from both gonads and 
adrenals, is abnormal, and of a type which is 
not metabolized like testosterone. In various 
arthritic conditions studied by them, the 17- 
ketosteroid excretion was normal. In gout it 
was low. 


1. Wolfron, W. Q.; Guterman, H. S.; Levine, R.; Cohn, C.; 

Hunt, H. D.; and Rosenberg, E. F.: An Endocrine Finding 

Apparently Characteristic of Gout. Very Low Urinary 17-Ketos- 

Cie Excretion with Clinically Normal Androgenic Function. 
9 


J. - Endocrinology, 9:497, 194' 
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Granirer,? of New York State, has reported 
a characteristic increase of creatine excretion 
in a small group of individuals with osteo- 
arthritis, not in persons with active rheumatoid 
arthritis. Creatine excretion is believed to be 
constant for the individual and to have to do 
perhaps with the general muscular condition. 
The increase in creatine excretion in osteo- 
arthritis was considerable, and if confirmed is 
of importance in the classification and etiology 
of these conditions. 

As was noted above, the biochemist with his 
quantitive estimations of small metabolic changes 
is tremendously needed for further progress in 
control of the diseases and discomforts of old 
age; and for these great hope is now being 
offered. 


TWENTY-FIVE YEARS AGO 
FROM JOURNALS OF 1924 


Post-War, Ten Years, English Retrospect 3—The great 
war was less a war than a cataclysm, and one whose 
social and economic effects must be felt not merely by 
the present generation but by many generations to come. 
* * * Tt is ten years since the Germans first evidenced 
their contempt for civilized conventions by sending 
troops across the French frontier twenty-four hours 
before war had been declared. * * * On the second of 
August ten years ago, many officials of the British 
Medical Association were still at Aberdeen * * * hun- 
dreds of its members had just reached their homes 
after a meeting during which there had been nothing 
unusual except the fact that several German-speaking 
medical men had not arrived to read their promised 
papers. * * * Less than twenty-four hours later.a truly 
kaleidoscopic change had taken place. 


Panel System4—At the discussion * * * on Medical 
Sociology at Bradford * * * on the question, “Has the 
National Health Insurance Act justified its existence?” 
the answer given was practically unanimous in the 
affirmative * * * the National Health Insurance scheme 
is in the nature of a business proposition and as such 
should be self-supporting. * * * It seems natural that 
the voluntary hospitals would raise objections against 
the State control that would naturally follow any 
considerable State subsidy. * * * Neither panel practi- 
tioners nor approved societies in general would enter- 
tain for one moment the idea of replacing the Insurance 
Act by any other system yet devised. 


2. Granirer, Louis W.: The Urinary Excretion of Creatine in 
Arthritis. Ann. Int. Med., 30:961 (May) 1949. 


3. Editorial: Ten Years. British Med. J., p. 202, Aug. 2, 1924. 


4. Editorial: The Insurance System Debate. British Med. J., 
p. 213, Aug. 2, 1924. 
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Therapy of Infantile Paralysis.\—In reviewing the vast 
amount of work that has been done on infantile paraly- 
sis, one can not fail to be impressed with the advances 
made, together with the necessity for further study. 
The production of a serum that can be used in the 
treatment has played no small part in this advance. A 
serum * * * from patients who have convalesced from 
the disease has been advocated by Netter, Amoss, and 
others * * * Rosenow and Nuzum * * * have each 
produced a serum from horses * * * immunized against 
the definite germ which they believe to be the cause of 
poliomyelitis. * * * It is our duty as clinicians to recog- 
nize the disease before the onset of paralysis. * * * 
Most of the clinical symptoms are quite indefinite. 
* * * The most dependable symptom is neck rigidity. 
* * * Tt is important that the physician have the dis- 
ease in mind from June to November in each year. 
* * * During the epidemic in Omaha we had seven- 
teen cases. All the patients received one or more injec- 
tions of Rosenow’s serum * * * in every instance in 
which we were able to see the cases soon after onset, 
and an early diagnosis was possible, recovery was com- 
plete without paralysis. 

At present it is impossible for the clinician to state 
in advance which cases will be of the abortive type. 
* * * Therefore, early serum treatment offers the only 
rational therapy. If our own children were ill * * * 
the first thing we should want would be Rosenow’s 
serum. * * * The results speak for themselves. 


Cause of Poliomyelitis.2 — Poliomyelitis * * * is due 
to a filterable virus. * * * The streptococcus with which 
I have prepared this serum is present in all foci in cases 
that have come under my care, and in all epidemics 
that have occurred since 1916. * * * They are found 
side by side with the minute organisms known as the 
Noguchi bodies. 


1. Clark, Floyd; and Dow, A. G.: Rosenow’s Serum in Pre- 
vention of Paralysis in Anterior Poliomyelitis. J.A.M.A., $3:421 
(Aug. 9) 1924. 


2. Rosenow, E. C.: Discussion idem. 


Book Reviews 


A Treatise on Obstetric Labor. By Richard Torpin, M.D., 
Professor and Chairman of the Department of Ob- 
stetrics and Gynecology, University of Georgia School 
of Medicine, Augusta, Georgia. Chapter on Erythro- 
blastosis fetalis and the Rh factor, by Edith L. Potter, 
M.D., and Philip Levine, M.D. 590 pages with illus- 
trations. Augusta, Georgia: Augusta Obst. & Gyn. 
Book Company, 1948. Price $7.00. 

Among the better features of this book are the short 
chapters which average five to ten pages yet give a 
complete coverage of a particular subject. This will aid 
the busy doctor in securing needed information without 
exhausting himself by having to read elementary teaching 
data. It is hardly suitable for the beginner but will 
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interest the advanced student, practitioner or ial: 
who wishes to cover a wide field of the better obstetrical 
authorities. Dr. Torpin has quoted material from its 
source in almost every line and many paragraphs are 
taken directly from the original articles. 

The fact is emphasized that operative procedures have 
in many instances given way to more conservative 
methods. The chapter on the use of forceps is very 
helpful as it includes the illustrations from Kieland’s 
original paper on the use of the Kieland forcep, 

In the bibliography of each chapter the author empha- 
sizes certain articles as being of value for student reading. 


Muscles. Testing and Function. By Henry O. Kendall 
and Florence P. Kendall, Physical Therapy Depart- 
ment, Children’s Hospital School, Baltimore, Mary- 
land. 278 pages, illustrated. Baltimore: The Williams 
and Wilkins Company, 1949. Price $7.50. 

This short book contains a tremendous volume of 
useful and practical information regarding muscles, 
There is no waste of space from inclusion of irrelevant 
material. The book describes tests for the function of 
each individual muscle. It also describes what deformi- 
ties can be expected from either contracture or weak- 
ness of specific muscles. Practical application of such 
knowledge with early recognition of muscle imbalance 
can do much in preventing late crippling deformities. 
The excellent illustrations greatly simplify the use of 
this book. 


The charts regarding the innervation of muscles consti- 
tute a new summary of innervation, which is extremely 
useful in diagnosis, or as an anatomical review. 

The authors of this book have done much of the 
pioneer work on muscle testing, and in this volume 
they clearly show the practicability of the methods. 
The volume can be recommended without reservation 
to orthopedic surgeons, physiotherapists, neurosurgeons, 
neurologists, and practitioners of physical medicine. In 
addition, there is much information to be gleaned help- 
ful to pediatricians or for students of human anatomy 
as a practical review of muscle function. 


Medullary Nailing of Kuntscher. By Lorenz Bohler, 
M.D., Professor of Surgery, University of Vienna. 
First English Edition revised by the author, translated 
from the Eleventh German Edition by Hans Tretter, 
M.D., Surgeon in Charge of the New Jersey Manu- 
facturers Hospital, Trenton, New Jersey. 386 pages, 
illustrated. Baltimore: The Williams and Wilkins 
Company, 1948. Price $7.00. 

This volume is a timely and comprehensive review 
of the results, together with the complications found 
in the use of medullary nailing in 600 cases of diversi- 
fied type. Dr. Bohler avoids overenthusiasm for the 
new method. On the contrary, he freely presents many 
of the complications, and logically attempts to evaluate 
indications, contraindications, and surgical procedures. 
He illustrates obvious errors in technic to help the reader 
avoid similar mistakes. 
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The book is easily readable in this translation, and 
the numerous illustrations are excellent and instructive. 
Much space has been saved by their usage. This is 
actually the third volume of Bohler’s comprehensive 
work on fractures. Translations of the first two volumes 
are to be published at a later date. 


It is frankly admitted that better results and wider 
indications may be proved with the use of the newer 
chemotherapeutic agents and non-ionizable metals. The 
results, however, as reviewed by the author, are im- 
mensely valuable in themselves. 

Here is a manual which should be read by any sur- 
geon who contemplates adding the medullary nailing 
technic of fracture treatment to his armamentarium. 


Recent Advances in Surgery. By Harold C. Edwards, 
C.BE., MS., F.R.C.S., Surgeon and Dean, Medical 
School, King’s College Hospital; Former Consulting 
Surgeon, Central Mediterranean Forces. Third Edi- 
tion. 437 pages, with 131 illustrations. Philadelphia: 
The Blakiston Company, 1948. Price $6.50. 

Truly, this is a book on recent advances in surgery. 
It is small, but laden with up-to-the-minute surgery. 
Enough description and enough therapy is given to be 
of practical value. It especially appeals to the general 
surgeon. There are contributions by various experienced 
and excellent surgeons. 


The Skin Diseases. A Manual for Practitioners and 
Students. By James Marshall, M.D., B.S., M.R.CSS., 
L.R.C.P., Consulting Dermatologist, Central Middlesex 
County Hospital. 363 pages, illustrated. London: 
Macmillan & Company Ltd., 1948. Price $7.50. 

This textbook presents a moderately brief resume of 
the common dermatoses. The author has made numer- 
ous helpful suggestions under the chapter on diagnosis 
by pointing out the more probable dermatoses affecting 
certain areas of the body as well as other helpful aids 
which may facilitate or suggest a likely diagnosis. The 
black and white photographs (214 in number) are in 
some instances not clearly reproduced. There is per- 
haps some question as to the advisability of using any 
iodide preparation as a diagnostic aid by means of a 
therapeutic trial since not only syphilis but other gran- 
ulomas may respond to the use of this agent. In the 
administration of trivalent arsenical therapy most Amer- 
ican clinics have discontinued the use of neoarsphena- 
mine and have substituted less toxic preparations. 


Comparatively, the author has placed considerable 
emphasis on cutaneous tuberculosis which is seen more 
frequently in Europe than in America. Mention is made 
of numerous European proprietary agents which are 
largely unfamiliar to the American reader. In the treat- 
ment of diseases due to animal parasites more modern 
Preparations are as effective and certainly more pleas- 
ant to the patient than those recommended by the 
author. Simplified therapy is outlined at the conclusion 
of each discussion, but often the more modern agents 


BOOK REVIEWS 727 


are not included. The book covers the common derma- 
toses and the majority of the author’s diagnostic and 
therapeutic opinions are in agreement but more brief 
than most American dermatologic texts. This elementary 
manual is intended for medical students and the general 
practitioner. 


British Surgical Practice. Volume 4. Under the General 
Editorship of Sir Ernest Rock Carling, F.R.CS., 
F.R.C.P., Consulting Surgeon, Westminster Hospital; 
and J. Paterson Ross, M.S., F.R.C.S., Surgeon and 
Director of Surgical Clinical Unit, St. Bartholomew’s 
Hospital; Professor of Surgery, University of London. 
In eight volumes, with index volume. 518 pages, with 
illustrations. St. Louis: The C. V. Mosby Company, 
1948. Price, Volume 4, $15.00. 

This fourth volume of “British Surgical Practice” 
consists of 518 pages with 261 illustrations. There are 
36 chapters covering subjects alphabetically arranged 
from facial palsy through hiccup. The subject matter 
is clearly presented. The chapters on facial palsy and 
facio-maxillary injuries and deformities merit special 
consideration. A short chapter on heterotopia is espe- 
cially interesting. All chapters are generously illustrated 
and are in keeping with the high level of the entire 
work. 


Gardiner’s Handbook of Skin Diseases. Revised by 
John Kinnear, O.B.E., T.D., M.D., M.R.C.P. (Ed.), 
D.L., Lecturer in Diseases of the Skin, St. Andrews 
University. Fifth Edition. 250 pages, illustrated. 
Baltimore: The Williams and Wilkins Company, 1948. 
Price $4.50. 

The fifth edition of Gardiner’s “Handbook of Skin 
Diseases” as revised by Kinnear is an unusually brief 
synopsis of the common dermatoses. The more recent 
therapeutic advances have been added. It is said that 
local penicillin therapy is seldom responsible for cases 
of sensitization. The literature does not substantiate 
that statement. Some expressions and spellings are used 
which may be strange to the American student. A small 
formulary is included in the appendix. 

This compact and instructive little volume of 250 
pages includes eighty black and white and 20 colored 
photographs. It can be recommended for the medical 
student or the general practitioner who desires an 
extremely brief description of the common dermatoses. 


Modern Treatment of Peptic Ulcer. By Asher Winkel- 
stein, M.D., B.S., Associate Physician for Gastro- 
Enterology and Physician in Charge of the Gastro- 
Intestinal Clinic, the Mount Sinai Hospital, New York 
City. 205 pages, illustrated. New York: Oxford 
University Press, 1948. Price $4.00. 

For successful ulcer therapy an understanding of the 
etiology, pathology, and pathological physiology is basic. 

The author’s presentation of these relationships is attrac- 
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tive and sound. Much emphasis and space are given to 
the alkalinized milk intragastric drip therapy of peptic 
ulcer, which is the author’s own creation, having been 
introduced in 1931. Although seemingly a rather drastic 
and uncomfortable therapeutic procedure, it is based on 
logical gastroduodenal mechanisms. Convincing results 
have been reported, especially in those cases refractory 
to Sippy therapy. This type of drip therapy deserves 
more trial, since in the hands of those experienced with 
its use the disadvantages are few. 

Psychosomatic aspects, with case presentations, illus- 
trate the importance of neurogenic factors in modern 
ulcer treatment. Modern surgery of peptic ulcer, includ- 
ing vagotomy, is discussed. The protein hyperalimenta- 
tion therapy of Co Tui, enterogastrone and urogastrone 
are briefly evaluated. 

An addendum chapter from the author’s book, “Dis- 
eases of the Gastro-Intestinal Tract,” is a helpful gen- 
eral review of the peptic ulcer subject. This compre- 
hensive but brief work is a significant contribution to 
the fast growing studies of peptic ulcer therapy. 


Operating Room Technique. By Edythe Louise Alex- 
ander, R.N., supervisor of the operating rooms of the 
Roosevelt Hospital, New York City. 765 pages with 
668 illustrations. Second Edition. St. Louis: The C. 
V. Mosby Co., 1949. Price $10.00. 

This textbook contains information of utmost value 
to those concerned with the surgical care of patients. 

New methods in the preparation and sterilization of 
supplies, instruments, sutures and other materials used 
in surgery have been fully discussed. Illustrations of 
instrument trays and surgical procedures are good. The 
thorough outline of operations and lists of instruments 
necessary for each procedure will be of great assistance to 
the supervisor and to the operating room nurse. 


The suggested outline of lectures on operating room 
technics and questions and methods of grading the 
work of the student nurse should be helpful to the 
graduate who teaches. 

This book would prove helpful in any operating room. 
It contains the principles involved in the preparation of 
supplies for sterilization and will make the nurse aware 
of her responsibility to the patient, the surgeon, the 
hospital superintendent and the nurses with whom she 
works. 


Hospital Trends and Developments 1940-1946. Edited 
by Arthur C. Bachmeyer, M.D., Director, University 
of Chicago Clinics and Director, Hospital Administra- 
tion Course, University of Chicago; and Gerhard 
Hartman, Ph.D., Superintendent, University Hospitals 
and Professor of Hospital Administration, State Uni- 
versity of Iowa. 819 pages. New York: The Com- 
monwealth Fund, 1948. Price $5.50. 


This volume is a very comprehensive review of devel- 
opments in the hospital field from 1940-1946. It extends 
the scope of the authors’ previous volume, “The Hos- 
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pital in Modern Society,” by the inclusion of five new 
chapters on subjects not previously dealt with. It 
brings their previous volume up to date with adapta- 
tions of the best articles in the major hospital journals 
written by leaders in hospital administration. It fol. 
lows the same broad viewpoint, covering every phase 
of the hospital as it reaches out to render more and 
more complete service to the community. It is not only 
valuable to hospital administrators and their department 
heads, but contains valuable information for board mem- 
bers, health workers, medical staffs and the social 
agencies. 


Hospital Care in the United States. Commission on 
Hospital Care. 631 pages. New York: The Common- 
wealth Fund, 1947. Price $4.50. 


This report of the Commission on Hospital Care, ap- 
pointed in 1941 by the American Hospital Association’s 
Council on Administrative Practice, comprises a complete 
picture of the hospital services available in the nation. 
Within it can be found a wealth of important statis- 
tical data. It points the way to those additional facili- 
ties that are needed and the proper integration of such 
facilities for the greatest efficiency. 

The work of the Commission extended over a period 
of two years and was supported by funds from the 
Commonwealth Fund, Kellogg Foundation, and the Na- 
tional Foundation for Infantile Paralysis. 


An Introduction to Physics in Nursing. By Hessel 
Howard Flitter, R.N., M.A., Head of Nursing Sci- 
ence Department, School of Nursing, University of 
Pennsylvania, Philadelphia. 179 pages. St. Louis: 
The C. V. Mosby Company, 1948. Price $3.25. 


Every student nurse will, in the course of her train- 
ing, be required to make use of many principles of 
physics. One or more are involved in many of the 
physiological processes of the human body as well as 
in every nursing procedure she will carry out. She 
will have a much better understanding of the under- 
lying principles of her work if she has at least an 
elementary knowledge of physics. This book discusses 
such fundamental matters as the principles of measure- 
ments as applied to drugs and solutions, the principles 
of gravity as applied to body mechanics, the principles 
of machines as applied to traction, and the principles 
of heat as applied to thermometers and hot water 
bottles, to mention some of its representative subjects. 


The material is simply presented, free from the math- 
ematical complexities which often obscure high school 
physics textbooks. The eminently practical nature of 
the illustrations and examples which the author uses 
should make it easy for the student to transfer her 
text-book knowledge to the actual situations with which 
she is confronted in her work. Understanding the rea- 
son “why” of a nursing procedure from a mechanical 
as well as a therapeutic viewpoint is the surest way of 
remembering the “how” of one. That is essentially 
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the purpose of this textbook and the reason for including 
physics in the curriculum of schools of nursing. 


Subacute Bacterial Endocarditis. By Emanuel Libman, 
MD., Late Consulting Physician, The Mount Sinai 
Hospital, New York City; and Charles K. Friedberg, 
MD., Adjunct Physician, The Mount Sinai Hospital, 
New York City. Edited by Henry A. Christian, A.M., 
MD., LL.D., Hersey Professor of the Theory and 
Practice of Physics, Emeritus, Harvard University, 
Boston, Mass. (Reprinted from Oxford Loose-Leaf 
Medicine with the same page numbers as in that 
work.) 112 pages, illustrated. New York: Oxford 
University Press, 1948. Price $3.50. 

This small volume of 112 pages, with excellent illus- 
trations and very clear composition, should be owned by 
all medical students and practicing physicians. In these 
few pages one finds a complete discussion of the entire 
subject of subacute bacterial endocarditis. Every aspect 
of the problem is touched and much of the discussion 
is in more detail than one would expect in a small 
treatise. As compared with the first edition, there is 
little change in the text, except in the section on therapy. 
Here, because of the rapidly changing nature of available 
therapeutic agents, only penicillin, of the newer anti- 
biotics, is treated in relative detail. Mention is made 
of streptomycin and some other drugs. For treatment 
of subacute bacterial endocarditis other sources should 
be consulted until the next edition with more detailed 
reference to newer drugs is available. 


Optometry. Professional, Economic, and Legal Aspects. 
By H. W. Hofstetter, Associate Professor of Optom- 
etry, Ohio State University, Columbus, Ohio. 412 
pages, illustrated. St. Louis: The C. V. Mosby Com- 
pany, 1948. Price $6.50. 

According to the preface, “This book is intended as 
reference and text for use in undergraduate courses 
in optometry to familiarize the student with various 
non-clinical aspects of the progress of optometry.” 
Thanks are expressed to the American Optical Com- 
pany for a subsidy for the author’s time. 

Books on optometry and the optometric journals con- 
tinue to antagonize the medical profession by stressing 
the importance of the “doctor’s personality,” “expert 
salesmanship” and “patient control.” This book contains 
much information about optometry. The author “sells” 
the idea that optometry is a profession and not a trade 
and, therefore, attempts to educate optometrists to act 
more like professional men and less like tradesmen. At 
the same time it instructs in evasion, such as how to 
appropriate the word “doctor” with least embarrass- 
ment. 

The chapter on “Medical Eye Practitioners” is replete 
with misinformation (with improper definitions such as 
“An ophthalmologist is a physician certified by the 
American Board of Ophthalmology”) and slurs against 
ophthalmology (“The first ophthalmologists were itin- 
trant quacksalvers, the medical profession is opposed 
to ophthalmology, is in favor of optometry”). 
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It is hoped that organized optometry will yet elevate 
its level to the standard of the profession which it 
claims to be. 


Allergy to Cottonseed and Other Oilseeds and Their 
Edible Derivatives. National Cottonseed Products 
Association, Inc., Sterick Building, Memphis 3, Ten- 
nessee. 1948. 


This book of 275 pages is made up of the testimony 
of six physicians, all allergists, and two officials of the 
vegetable oils industry. The inquiry was held before the 
Administrator, Federal Security Agency in Washington, 
D. C., in November, 1947, and January, 1948. 

The purpose of the investigation was to establish 
definitions and standards of identity for mayonnaise, 
French dressing and related salad dressings. The actual 
testimony went quite far afield from this avowed pur- 
pose in several instances. 


The testimony of the physicians is taken up largely 
with the question of opinions of the allergenic quali- 
ties of various vegetable oils, chiefly cottonseed oil, and 
demonstrates a wide variance of opinion on this point. 
Two physicians felt that they had definitely demon- 
strated allergic reactions to cottonseed oils. The other 
four felt that they had proven that cottonseed oil was 
non-allergic when they failed to elicit asthma following 
feeding of cottonseed oils. 

The testimony of the two oil officials is taken up 
with technical matters in processing the oils. It is 
brought out that it is common practice to process oils 
of all sources through the same apparatus. Cottonseed 
oil being processed, then soy bean oil and then peanut, 
olive, corn or other oils. Some oil from each run is 
carried over into the next. 

It is to be wondered if the physicians who put so 
much dependence upon their feeding experiments with 
what they thought was cottonseed oil realized that what 
they were using might just as well have been soy bean, 
peanut or any one of several other oils besides cotton- 
seed oil or might have been a mixture of all. 

This book demonstrates how little is really known 
about processed or packaged foods and the importance 
of enforcing the regulations already in effect, for labeling 
all processed foods with at least the names of the ingredi- 


ents. 


Southern Medical News 


ALABAMA 


Dr. Seale Harris, Birmingham, at the annual meeting of the 
Mississippi State Medical Association in May, was elected to 
membership in their Fifty-Year Club, being one of two physi- 
cians from outside the State of Mississippi to have this honor. 
Dr. Wm. H. Anderson, Booneville, Mississippi, representing the 
Fifty-Year Club of Mississippi, presented Dr. Harris with the 
official framed certificate and button evidencing his membership, 
this presentation being made at the Mountain Brook Country 
Club in Birmingham on the afternoon of Saturday, June 25. 
He was referred to as “‘the embodiment of Southern medicine, 
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outstanding internist, writer, statesman, and beloved friend to 
scores of Mississippi physicians.” More than a hundred profes- 
sional and lay friends were present at this meeting honoring 
Dr. Harris. 


Alabama Academy of Ophthalmology and Otolaryngology was 
organized in Montgomery during the recent State meeting and 
the following officers were elected: Dr. Frank H. Clements, 
Birmingham, Chairman; Dr. P. P. Gilchrist, Mobile, Chairman- 
Elect; and Dr. Karl B. Benkwith, Montgomery, Secretary- 
Treasurer. 

St. Vincent Hospital, Birmingham, has under construction a 
new 80-bed annex which was made possible by the Hill-Burton 
Act. Other Alabama hospitals planned or under way are a 50-bed 
general facility, DeKalb County Hospital, Ft. Payne; Etowah 
County Health Center, Gadsden; and 24-bed general Perry County 
Hospital, Marion. 

Dr. Robert H. Marks, who has been serving as Director, Jeffer- 
son Tuberculosis Sanatorium, Birmingham, has returned to his 
position as head of the Bureau of Tuberculosis Control of the 
Territorial Department of Health, Hawaii. Dr. Maurice L. 
Brodsky, acting Chief of the Bureau, who was on loan to the 
territory from the U. S. Public Health Service, returned to the 
mainland in the early spring. 

Dr. Robert A. Hingson, a native of Alabama, who resides in 
Baltimore, Maryland, where he has m on a teaching and 
research assignment at Johns Hopkins University School of Medi- 
cine, held a series of clinics recently at leading European univer- 
sities on continuous caudal analgesia technique for the control 
of pain in childbirth, and also gave a lecture on the technique 
before the British Medical Association at its annual meeting in 
Harrogate, June 27-July 1. Dr. Hingson is the co-developer of 
this technique, and physicians from 32 foreign ccuntries have 
come to the United States to study under him. 

Dr. Robert Bragg Hagood, Lowndesboro, and Miss Georgia Bell, 
Fayette, were married recently. 

Dr. Robert R. Gillespy, Jr., and Miss Sena Rae Matthews, 
both of Birmingham, were married recently. 

Dr. Wilmot S. Littlejohn, Birmingham, a neurologist and 
psychiatrist, was recently elected to the Council of Emory Uni- 
versity Alumni Association. He received a B.S. degree from 
Emory University School of Medicine, Emory University, Georgia, 
in 1919 with his M.D. there in 1921. 

Dr. Samuel Earl Upchurch and Miss Alia Ann Samford, both 
of Birmingham, were married recently. 


DEaTHs 


Dr. Guy Edward Stewart, Fayette, aged 69, died June 17 of 
coronary thrombosis. 

Dr. Thomas Pennie Abernathy, Moundville, aged 73, died 
recently of cerebral hemorrhage and hypertension. 

Dr. John Forrest Dillon, III, Montgomery, aged 42, died 
recently of uremia. 

Dr. Madison Knox Patton, Selma, aged 80, died recently of 
chronic endocarditis and myocarditis. 

Dr. Cunningham Wilson, Birmingham, aged 89, died June 15. 


ARKANSAS 


Dr. Hoyt R. Allen, Little Rock, was elected President-Elect 
of the American Proctologic Society at its meeting held recently 
in Columbus, Ohio. 

Arkansas Chapter, American Academy of General Practice, 
held its first annual session recently in Little Rock and elected 
the following officers: Dr. Fount Richardson, Fayetteville, Presi- 


dent; Dr. L. H. McDaniel, Tyronza, Vice-President; and Dr. . 


W. B. Grayson, Little Rock, Secretary-Treasurer. 

Recently appointed to the State Medical Board of the Arkansas 
Medical Society are: Dr. M. L. Harris, Newport; Dr. W. H. 
Poynor, Harrison (reappointed); Dr. Chas. H. Lutterloh, Hot 
Springs National Park (reappointed); and Dr. G. D. Murphy, 
Jr., El Dorado. 

Dr. and Mrs. J. O. Cotton, Leslie, recently celebrated their 
golden wedding anniversary. 


DEaTHS 


Dr. Alfred Fredric Gray, Little Rock, aged 68, died recently 
of coronary occlusion. 

Dr. John H. McLean, Caddo Gap, aged 79, died recently. 

Dr. Augustus Clyde Shipp, Little Rock, aged 69, died recently 
of arteriosclerotic heart disease. 

Dr. Hugh O. Turrentine, North Little Rock, aged 51, died 
recently of acute coronary occlusion. 

Dr. Braxton V. Powell, Camden, aged 75, died May 11. 

Dr. Rufus Martin, Warren, aged 69, died recently. 

Dr. James R. Crigler, Alma, aged 73, died May 7. 
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DISTRICT OF COLUMBIA 


American Medical Association will hold its Interi Session 
in Washington, December 6-9, instead of in Tampa, Flodin 
previously scheduled, the location of Washington being ng 
desirable from a standpoint of a larger attendance, 

A committee to review health bills introduced in Congr 
which met in Washington recently, bills to be studied deali 
with federal regulations pertaining to medical care as they relate 
to public welfare and to the medical profession, especially the 
Hill and Taft bills, is headed by Dr. Harvey Stone, Baltimore 
Maryland, with Dr. Elmer Henderson, Louisville, Kentucky, as 
one of the exofficio members, and Dr. R. B. Robins ‘ 

Jeterans ministrator has announced the eliminati ir- 
teen branch offices and the selection of five key pith * 
which medical supervision of hospitals and other medical matters 
will be carried on which are: Atlanta, Georgia, Boston Massa- 
chusetts, Fort Snelling, Minnesota, San Francisco, California and 
St. Louis, Missouri. All functions of former branch office medical 
staffs are now centered in the office of the Chief Medical Director, 

achmeister, Incorporated, Pittsburgh, Pennsylvania, h 
lished the A Hachmeister Memorial in 
partment of Pharmacology of Georgetown University School of 
Medicine in memory of its founder and first president. 

The new Section on Dermatology and Syphilology of the 
Medical Society of the District of Columbia has elected Dr. 
Henry H. Hazen, Chairman; Dr. Frank J. Eichenlaub, Vice- 
Chairman; and Dr. Naomi M. Kanoff, Secretary-Treasurer. 

Dr. John Minor, President of the Medical Society of the Dis- 
trict of Columbia, Washington, succeeds Dr. Wallace M. Yater 
as Governor of the American College of Physicians. Dr. Vater 
served as Governor of the College for many years and recently 
was elected a Regent of the College. 

a. Norvell Belt, Washington, has moved to Frederick, Mary- 


Dr. Samuel M. Dodek, Washington, has been elected Vice- 
President for the District of Columbia of the General Alumni 
—— of the Jefferson Medical College, Philadelphia, Penn- 
sylvania. 

Dr. Manning W. Alden, formerly pathologist at Georgetown 
University Hospital, is now Laboratory Chief and Pathologist of 
Gallinger Municipal Hospital, Washington, succeeding Dr. A. Ralph 
Monaco, who resigned to enter private practice. 

DeatTus 

Dr. Alma Fife Heath, Washington, aged 46, died recently of 
gastric ulcer with hemorrhage. . 

Dr. Michael Patrick DeVito, Washington, aged 43, died re- 
cently of coronary occlusion. 

Dr. Lester Friedrich Harris, Washington, aged 27, died recently 
of coronary occlusion. 

Dr. Joseph Pardoe Shearer, Washington, aged 65, died recently. 

Dr. Norman L. McDiarmid, Washington, aged 70, died recently. 


FLORIDA 


Florida Medical Association at its recent annual meeting 
installed Dr. Walter C. Payne, Pensacola, President; and elected 
Dr. Herbert E. White, St. Augustine, President-Elect; Dr. David 
R. Murphey, Jr., Tampa, First Vice-President; Dr. M. E 
Black, Clearwater, Second Vice-President; Dr. John M. Butcher, 
Sarasota, Third Vice-President; Dr. Robert B. McIver, Jackson- 
ville, Secretary-Treasurer, reelected; and Dr. Shaler Richardson, 
Jacksonville, Editor, reelected. 

Dr. John P. Moore is associated with his father, Dr. John N. 
Moore, at Ocala, in the practice of radiology, after three years 
residency in radiology in the clinic of Drs. Groover-Christie and 
Merritt, Washington, D. C. 

Dr. Wendell J. Newcomb has opened offices in Pensacola for 
the practice of orthopedic surgery. 

Pan-American Association of Ophthalmology and the National 
Society for the Prevention of Blindness will hold a joint meeting 
at Miami Beach, Floridian Hotel, March 26-30, 1950. 

Dr. W. Ivan King has been appointed to the staff of the 
Veterans Hospital, St. Petersburg, and will become Director of 
Admissions. He is a graduate of Rush Medical College, Chicago, 
and a veteran of World War II. 

Dr. Shaler Richardson and Mrs. Nada Coffee Bailey, both of 
Jacksonville, were married May 7. 

Dr. Matthew E. Morrow and Miss Sara Marion Watson, both 
of Jacksonville, were married recently. a 

Dr. Harold O. Hallstrand, Tallahassee, and Miss Marjorie John- 
son, Winnetka, Illinois, were married recently. 
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description 


A smooth, uniform, antipruritic ointment, composed 


: of cooling, soothing Calamine, 8%, analgesic 

Benzocaine, 37%, and antiseptic Hexylated 

, Metacresol, 0.05%, in a fragrant, water-washable, 

‘ greaseless base. Supplied in 1¥2-0z. 

f and 4-oz. tubes. 

e 

a 

indications 

e- 

. Symptomatic relief of sunburn, itching dermatitis 

. due to poison ivy, poison oak, or other allergens, 

"4 a diaper rash, pruritus, hives, insect bites and 
a ct ! 0 nl other minor skin irritations. 

of 

y Caligesic ointment is analgesic, astringent, 


and protective, cooling and soothing. 
y. Promptly suppresses itching, helps control 
vesiculation and exfoliation. 


Sharp & Dohme, Philadelphia1,Pa. (3 SHARP 
DOHME 


aa 
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Analgesic Calamine Ointment (Greaseless) 
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TABLETS 
+ 


SE OF DIAPER RASH! 


Pharmaceutical Division 

HOMEMAKERS’ PRODUCTS CORPORATION 
380 Second Avenue, New York 10, N.Y. 
36-48 Caledonia Road, Toronto 10, Caneda 
Please send me, without cost, literature and somples of DIAPARENE Tablets 
and Ointment to eliminate cause of diaper rash (ammonia dermatitis) and as 
an adjunct treatment and deodorant for the side effects of incontinence. 
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DEATHS 

Dr. Hugh Alexander Cuthbertson, St. Petersburg, 79, di 
recently of myocardial infarction. B, aged 79, died 

Dr. Thomas Ralph Moye, Sanford, aged 75, died recently of 
cerebral hemorrhage. 

Dr. Frederick William Schultz, Sarasota, aged 78, died recent] 
of hypertension and cardiac failure. y 

Dr. Oscar Byron Tiller, Chipley, aged 70, died recently. 

Dr. Hobart Endicott Warren, Palm Beach, aged 80, died 
recently of cerebral hemorrhage. : 

Dr. Emil Edward Wolf, Orlando, aged 57, died Tecently of 
uremia. 

Dr. Roland Thatcher White, Orlando, aged 84, died 
of carcinoma of sigmoid with widespread metastases, 

Dr. Walter Weller, Clearwater, aged 57, died of injuries 
received when his car was struck by a train. ’ 


recently 


GEORGIA 


Dr. Maxwell Berry, Atlanta, has become a Diplomate of the 
American Board of Gastroenterology, and has been elected a 
Fellow in the American College of Physicians. 

Dr. W. H. Bonner, formerly of Lavonia, has opened an office 
in the Professional Building, Athens, practice limited to pediatrics, 

Dr. Louie W. Girtman, Forsyth, is associated with Dr. A. W. 
Bramblett, Jr., Bramblett Clinic, Forsyth, in practice of medicine 
and surgery. 

Dr. Zack E. Greer, formerly of Cordele, is associated with Dr, 
H. G. Davis, Jr., Sylvester, in the practice of medicine. 

Dr. J. N. Mullins has opened an office for the practice of 
medicine. 

Dr. F. C. Nesbit, Covington, has been named company sur- 
geon for the Central of Georgia Railroad, succeeding the late 
Dr. W. D. Travis. 

Dr. L. E. Pennington and Dr. Veronica Murphy Pennington, 
Milledgeville, have resigned from the staff of the Milledgeville 
State Hospital to accept posts with a veterans hospitals in Albu- 
querque, New Mexico. 

Seventh District Medical Society has installed Dr. S. M. 
Howell, Cartersville, President; and elected Dr. Lee H. Battle, 
Jr., Rome, President-Elect; and Dr. S. B. Kitchens, LaFayette, 
Secretary-Treasurer. 

Dr. Virgil P. Sydenstricker, Augusta, was named a Master of 
the American College of Physicians at their recent meeting in 
New York City. 

Dr. Edgar D. Shanks, Jr., Atlanta, on July 1 began work 
as junior assistant resident physician at University Hospital, 
Augusta. 

University of Georgia School of Medicine, Augusta, will receive 
$25,000 from a cancer training award approved by the Public 
Health Service. 

The late Dr. W. M. Ware was one of the founders of Ben 
Hill County Hospital, Fitzgerald, and for many years managed 
and operated it as a private hospital. His friends will dedicate 
certain rooms and facilities at the hospital to the memory of 
Dr. Ware. 


DEATHS 
Dr. Joseph Rodwell Carver, Dalton, aged 30, was drowned 
recently when the boat in which he was cruising capsized. 
Dr. Loren Gary, Georgetown, aged 63, died recently. 
Dr. William Jones Nix, Rockmart, aged 72, died recently. 


KENTUCKY 

Kentucky Obstetrical and Gynecological Society has elected Dr. 
A. J. Whitehouse, Lexington, President; Dr. Clyde C. Sparks, 
Ashland, Vice-President; and Dr. E. P. Solomon, Louisville, 
Secretary-Treasurer. The next annual meeting will be held in 
Louisville in the spring of 1950. 

Kentucky Heart Association was organized recently as a Chap- 
ter of the American Heart Association. S 

Dr. Mervel Hanes has resigned as Superintendent of Eastern 
State Hospital and has gone to All Saints Hospital, Fort Worth, 
Texas, for a year of postgraduate study before he begins practice, 

Dr. Paul Adkins has opened offices in the Pineville Hotel 
Building, Pineville, and in addition to his local practice he will 
serve as company physician for Southern Mining Company at 
Balkan. 

Floyd Medical Society was reactivated at a meeting ety 
and the following officers elected: Dr. M. V. Wicker, Way co 
President; Dr. J. W. Bailey, Wheelwright, Vice-President; 
Dr. R. R. Sirkle, Prestonburg, Secretary. 


Continued on page 68 
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Picture the 
patient's progress 


with photograph . . . after photograph 


An effective motion-picture pres- 
entation with 16-millimeter sound or silent 
films is easy with Sound Kodascope FS-10-N 
Projector. In addition, with a microphone 
attachment, voice or other sound effects 
can be added to silent projection . . . with 
extra equipment. either or both may be 
“mixed” with the output from sound film. 
These are some of the many features of 
Sound Kodascope FS-10-N Projector that 
give the showing of 16-millimeter motion 
pictures the truly professional touch. For 
further information about this product, see 
your nearest photographic dealer . . . or 
write to Eastman Kodak Company, Medical 
Division, Rochester 4. N. Y. 


Major Kodak products 


for the medical profession 


X-ray films; x-ray intensifying screens; x-ray proc- Wer « a 
essing chemicals; electrocardiographic papers and 4 ? I 
film; cameras —still- and motion-picture; proyec- wit 

tors—still- and motion-picture; enlargers and print- ; Sa 

ers; photographic films—color and black-and-white 
(including infrared); photographic papers; photo- 
graphic processing chemicals; synthetic organic 
chemicals; Recordak products. 


In the making of surgical motion 
pictures, anatomic features stand 
out clearly when one of the lights 
is placed near the subject. 


Serving medical progress through Photography and Radiography 
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Continued from page 66 


Dr. W. E. Dean, Covington, after twenty-six years of practice, 
has announced his retiiement. 

Dr. Rufus Alley, Lexington, was elected Treasurer of the 
American Proctologic Society at its annual meeting held recently. 

Our Lady of Peace Hospital, Louisville, is under construction. 
The total cost will be about $2,100,000, $682,734 of which was 
allocated by the federal government, and additional funds amount- 
ing to a million dollars is being solicited for this mental hospital 
building. 

Dr. Charles F. Wood, Louisville, Director of poliomyelitis 
clinics in the state, heads a subcommittee to the Permanent 
Planning Poliomyelitis Committee which has been appointed to 
work out a plan to take care of the hospital facilities for any 
possible epidemic of poliomyelitis. Other members of the sub- 
committee are Dr. Alexander J. Alexander, Lexington, represent- 
ing pdiatricians; and Dr. Tracy Jones, Harlan, representing the 
State Health Department. 

Dr. Lawrence Lee Washburn, Louisville, and Miss Alice Howison 
Brown, Greeneville, Tennessee, were married recently. 


DEATHS 


Dr. James Ernest Fox, Hopkinsville, aged 72, died recently 
of diabetes mellitus. 

Dr. Robert Lee Hardy, Louisville, aged 79, died recently of 
chronic myocarditis. 

Dr. Thomas Hayden Nelson, Park Hills, aged 81, died recently 
of arteriosclerosis. 

Dr. Thomas H. Turner, Auburn, aged 81, died recently. 


LOUISIANA 


Louisiana State Medical Society, at its annual meeting, installed 
Dr. Edwin H. Lawson, New Orleans, President; and elected Dr. 
George W. Wright, Monroe, President-Elect; Dr. Robert F. 
Sharp, New Orleans, First Vice-President; Dr. Jeff McHugh, 
Baton Rouge, Second Vice-President; Dr. Jerome E. Landry, New 
Orleans, Third Vice-President; and Dr. P. T. Talbot, New Orleans, 
Secretary-Treasurer, reelected. 

Louisiana State Pediatric Society recently installed Dr. W. B. 
Worley, Shreveport, President; and elected Dr. James E. Bailey, 
New Orleans, President-Elect; Dr. Bertha Wexler, New Orleans, 
Secretary; and Dr. Jack Strange, New Orleans, Treasurer. 

Medical Milk Commission, New Orleans, recently reelected Dr. 
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Julian Graubarth, President; Dr. Wm. C. Rivenbark, yj 
President; and elected Dr. Vera Barzd, Secretary, and Dr ln, 
Sullivan, Co-Secretary. 

Foundation Hospital, New Orleans, has elected to its medical 
staff Dr. Mims Gage, President; Dr. L. S. Meriwether, Vj 
President; and Dr. Robert C. Lynch, Secretary, reelected. The 
Executive Committee includes Dr. Harry D. Morris, Dr, William 
D. Davis and Dr. Mercer G. Lynch. 

Evangeline Parish Medical Society has elected Dr. C. L. Atta- 
way, President; Dr. E. R. Dupre, Vice-President; and Dr, Gorden 
all of Ville Platte. 

r. William L. Bendel is the winner of the thi 
News-Star-World award as Monroe’s “‘good citizen’ for 
honor, bestowed for meritorious civic service, was awarded him 
for services rendered to the youth of Monroe. 

Louisiana Chapter, American Academy of General Practice, at 
in installed Dr. D. B. Butler 

exandria, President; and elected Dr. Joel B. Gray, New Orleans 

r. J. D. Youmans, reveport, was elected Presi 
Louisiana Allergy Society at its recent meeting. —— 

Dr. Edgar Burns, New Orleans, was elected President-Elect of 
the Southeastern Section of the American Urological Association 
annual meeting. 

osary inic is the name of the new ultra-modern 
hundred bed, five-story annex to De Paul Sanitarium, oe 
leans, to be constructed in the near future. A contract amounting 
to $1,047,000 was signed in June but alternate plans may bring 
the total cost of the building to $1,250,000. De Paul Sanitarium 
is administered by the Daughters of Charity of St. Vincent de 
Paul, and is staffed by a corps of registered nurses, a medical 
staff of leading physicians of the city, including 23 psychiatrists 
and other specialists in their respective branches of medicine. 

Dr. Edmund M. Ellerson, Manager of McGuire Hospital, Rich- 
mond, Virginia, since April 1946, was on July 10 transferred to 
the Veterans Administration Hospital at Alexandria as Chief of 
the Professional Services. 


DeatHs 


Dr. Jeptha Latamore Brock, Franklinton, aged 69, died recently 
of cerebral hemorrhage and uremia. 

Dr. Leonard Clare Chamberlain, New Orleans, aged 71, died 
recently of cerebral hemorrhage. 

Dr. Edmond Norbert Landry, New Iberia, aged 62, died recently 
of coronary thrombosis. 


Continued on page 70 


Diabetics welcome “ 


if sugar or acetone is present. 


alatest...eotone Test 


FOR DETECTION OF 
ACETONE IN THE URINE 


FOR DETECTION OF 
SUGAR IN THE URINE 


SAME SIMPLE TECHNIQUE FOR BOTH 


COLOR REACTION IMMEDIATELY 


AT HOME OR AWAY = SIMPLIFY URINALYSIS 


No Test Tubes e No Measuring e No Boiling 
t Tests”, (ready to use dry 
reagents), because of the ease and simplicity in using. 
No test tubes, no boiling, no measuring; just a little 

wder, a little urine—color reaction occurs at once 


Accepted for in the of the A.M.A, 


A carrying case containing one 
vial of Acetone Test (Denco), one 
vial of Galatest, medicine dropper 
and Galatest color chart is now 
available at all prescription phar- 
macies and surgical supply houses. 
This is very convenient for tke 
medical bag or for the diabetic 
patient, 


THE DENVER CHEMICAL 


esheetone Tost WANUFACTURING COMPANY, INC. 


163 Varick St., New York 13, N.Y. 


. 
G 
1. ALITTLE POWDER 2. A LITTLE URINE 
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Fat, and— 
Fair Treatment | 


It has been said that the gallbladder is seldom 
anatomically normal in middle age; and also that 
the woman over 40 is apt to attribute any com- 
plaint to either the menopause or her gallbladder. 
There is perhaps some justification for the latter 
lay-diagnosis, since bile tract abnormality is 

24 to 3 times as common in women as in men. 


es® BBeSZES? So F SRE SF 


Treatment based on physiological principles, 

it has been shown, will improve three out of four 
cases. The well-known, simple regime is 

based on these essentials: 


i Gallbladder emptying is stimulated by fat, 
especially uncooked fat such as butter and ' 
cream. 


2 Utilization of the fat is aided by giving 
Doxychol-K*; its desoxycholic acid content 


is noted for efficient transport of fatty com- 
pounds across the intestinal mucosa. 


3 Doxychol-K also markedly in- 
creases the flow of hepatic bile 
to further improve drainage of the 
biliary tract. 

“Trademark of George A. Breon & Co. 


(provide approxim 
90% 
xycholic acid 0.065 


KANSAS CITY, MISSOURI 


RENSSELAER, N. Y. 
ATLANTA 
SAN FRANCISCO 
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incidence of mastitis and other breast 


complications is reduced with the Plastishield 
Technic of Aseptic Breast Care. 


@ Mastitis is frequently the result of excessive 
handling of breasts and nipples, as well as 
insufficient cleanliness in postpartum breast care. 


@ Most cases of mastitis can be traced to nipple 
fissures or sore nipples which DeLee estimates 
affect more than half of all lactating women. 

@ Many breast complications can be avoided when 
the use of pLastisHieLps, begun in the hospital 
immediately after parturition, is continued at home. 
@ pLastisHiELps are clean, simple to use and 
comfortably worn. 

@ They are easily sterilized and prevent soreness, 
cracking and fissuring of nipples. 

@ You are invited to write for further information 
on the prastisntetp Technic of Aseptic Breast Care. 


Plastishield 
technic of 
aseptic 
breast care 


Bibliography on use of breast shields 

1. Abramson, M.: Breast Feeding the Newborn, 
Gen. Practice Clinics, (Oct.) 1947, p. 318. 

2. McKenzie, C. H.: The Use of Plastic Nipple 
Shields for the Lactating Breast, Journal-Lancet, 
68:199 (May) 1948. 

3. Hoffert, F.: Simplified Breast Care, The Amer. 

. Nurs., 48:372-373 (June) 1948. } 

4. Thomas, E. C.: The Prevention of Mastitis; the 

nursing problem, Edinburgh M. J. 54:456- 


441, 1947. 
5. DeLee, J. B.: Principles and Practice of Obstet- 
rics, W. B. Saunders Co., Phila., 1938. 


Plastishield, inc. 
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MARYLAND 


Dr. J. Wilfrid Davis, Baltimore, is Director of ; 
Care Section of the City Health Department. De ee 
Furstenberg has been placed in charge as Medical Director of 
the fourth medical care clinic which will serve a - 
recipients of public assistance in northwest Baltimore. 

Dr. Nels A. Nelson has served as Director of the Bureau of 
Venereal Diseases in the Baltimore City Health Department in 
1946. Under his guidance a modern new venereal disease clinic 
was recently designed and equipped; the venereal disease clinic 
services at Druid Health Center reorganized into a single function. 
ing unit combining the four previously uncoordinated clinics: and 
services were extended at the Baltimore Rapid Treatment Center 
and at the children’s clinic. 

Doctors Hospital, Baltimore, dedicated in May, is a new struc- 
ture with 75 beds and 34 bassinets. It was first erected in 1947 
through efforts of a few physicians and in 1948 was reorganized 
control of of trustees, catering to the 
general practitioners who make up a large majorit 

Johns Hopkins Medical History Club in May ol 
hundredth anniversary of the birth of William” Pn » 

Dr. Robert W. Johnson, Jr., Baltimore, was installed President 
of the American Orthopedic Association at its annual meeting 
held recently in Colorado Springs, Colorado. 

Dr. Charles W. Hoffman, Jr., Baltimore, and Miss Tove Poul- 
sen, Perth Amboy, New Jersey, were married recently. 

Dr. Margaret Mary Hammond and Mr. C. Rollins Hanlon 
both of Baltimore, were married recently. ‘ 

Dr. Phyllis A. Petersen, Baltimore, and Mr. James A. Vaughn 
Jr., West Palm Beach, Florida, were married recently. , 


DEATHS 


Dr. William Halsey Barker, Baltimore, aged 42, died recently 
of seminoma of the left testis. 

Dr. William Minor Dabney, Ruxton, aged 75, died recently. 

Dr. Joseph Enoch Gichner, Baltimore, aged 85, died recently of 
gangrene of the left foot and generalized arteriosclerosis. 

Dr. Bernard N. Hatcher, Baltimore, aged 58, died recently 
of hypertensive cardiovascular renal disease. 

Dr. Cuthbert Harry Rogerson, Baltimore, aged 38, died re- 
cently of glioblastoma. ; 

Dr. Raverdy Sasscer, Upper Marlboro, aged 74, died recently. 


MISSISSIPPI 


Mississippi State Medical Association at its annual meeting 
installed Dr. Braxton Bragg O’Mara, Biloxi, President; and 
elected Dr. B. S. Guyton, Oxford, President-Elect; and Dr. T. 
M. Dye, Clarksdale, Secretary, reelected. 

Dr. Felix Underwood and Dr. James P. Wall, both of Jack- 
son, represented the State Medical Association at the annual 
meeting of the American Medical Association at Atlantic City, 
following which they spent some time in Europe. As Secretary 
and Executive Officer of the State Board of Health, Dr. Under- 
wood was invited by Surgeon General, Dr. Leonard A. Scheele, 
to accompany him to Rome, Italy, for a meeting of the World 
Health Assembly which began June 13 and lasted three weeks. 

Dr. George W. Robertson, Magnolia, was recently honored 
when presented a Fifty-Year Service Award in recognition of his 
service as a practicing physician in the community since March, 
1899. A community-sponsored program was held and the award 
was presented by Dr. Aubrey V. Beacham, Magnolia, Dr. James 
P. Wall, Jackson, 2 past president of the State Association, 
being guest speaker. 

DEATHS 

Dr. John Whitworth Melvin, Camden, aged 61, died recently 
of a head injury received in a car accident. . 

Dr. Samuel Hoskins McLean, Jackson, aged 77, died recently. 

Dr. William Van Buren Saul, Montpelier, aged 91, died 
recently. 


MISSOURI 


Mississippi Valley Medical Society will hold its fourteenth 
annual pea 1 in St. Louis, Jefferson Hotel, September — 
under the presidency of Dr. Alphonse McMahon, Associate 


Continued on page 72 
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BUT THIS IS EASY 


AND THIS IS 
MIGHTY WONDERFUL 


Automatic saving is sure saving—ULS. Savings Bonds 


Contributed by this magazine in co-operation with the 
Magazine Publishers of America as a public service. 


Sure, you believe in saving. 


But it’s hard to take cash out of your pocket, 
time out of your day, to do it regularly. 


The sure way, the easy way to do your 
saving is to get started on an automatic sav- 
ings plan with U. S. Savings Bonds. Like 


1. If you're on a payroll, sign up in the 
Payroll Savings Plan, then forget it. From 
then on the money saves itself—so much 
per week, or so much per month. 


2. if you're not on a payroll, sign up at 
your bank for the Bond-A-Month Plan. 
You decide how much to put into bonds, 
your bank does the rest. 


In just ten years after you start buying 
bonds, your money starts coming back to you 
—$4 for every $3 you put in. 


And remember— any time you need your 
money for emergencies, you can get it back 
in minutes without losing interest. 
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fessor of Medicine, St. Louis University School of Medicine, 
St. Louis. Missouri Chapter of the American Academy of Gen- 
eral Practice will hold its annual meeting also at the Jefferson 
Hotel, September 30. There is no_ registration fee. Programs 
of either meeting may be obtained’from Dr. Harold Swanberg, 
209-224 W. C. U. Building, Quincy, Illinois. 

Dr. E. A. Stricker, St. James, was recently reelected Presi- 
dent, St. James Chamber of Commerce. 

Dr. Emma A. Thompson, Breckenridge, was recently chosen 
the Missouri mother for 1949. 

Missouri Society of Pathologists at its organization meeting in 
Kansas City elected Dr. M. Pinson Neal, Columbia, President; 
Dr. Russell W. Kerr, Kansas City, President-Elect; and Dr. 
Henry C. Allen, St. Louis, Secretary-Treasurer. Columbia will 
be the place for the next meeting and it will be held at the 
time of the annual fall Tumor Seminar. 

Dr. Evarts A. Graham, St. Louis, who performed the first 
successful operation for cancer of the lung, was awarded the 
gold medal of the American College of Chest Physicians recently 
in Atlantic City, New Jersey. 

Dr. Milton B. Casebolt, Kansas City, a member of the Ameri- 
can Academy of General Practice, was elected Chairman of the 
Section on General Practice of the American Medical Association 
at its annual meeting in June. 

The late Dr. James A. O'Reilly founded the St. Louis Society 
for Crippled Children and was for twenty years its president. 
The recently opened headquarters and clinic of the Society has 
been dedicated to the late Dr. O'Reilly. 

DEATHS 

Dr. James Nelson Barger, Albany, aged 75, died recently of 
multiple sclerosis. 

Dr. James Burnett Clark, Springfield, aged 78, died recently 
of uremia. 

Dr. Percy Wells Cobb, Sappington, aged 75, died recently. 

Dr. William Washington Graves, aged 83, died recently. 

Dr. Robert J. Heavenridge, Hannibal, aged 81, died recently of 
cerebral thrombosis. 

Dr. George W. Fredendall, Lexington, aged 85, died recently. 

Dr. Arthur Henry N. Juengel, St. Louis, aged 66, died recently 
of heart disease. 
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Dr. Harry Blackburn Pryor, Ashland, aged 61, died recently 
Dr. Leon Rosenwald, Kansas City, aged 77, died recently of 
arteriosclerotic heart disease. 7 
Dr. Dawsey Ryan, Bernie, aged 67, died recently of cerebral 
hemorrhage, hypertension and arteriosclerosis. 
Dr. Clarence Elmer Sanders, Kansas City, aged 63, died recently 
of carcinoma. 
Dr. Emanuel Theodore Urban, St. Louis, aged 71, died recently 
of arteriosclerosis. 
Dr. Grant D. Walker, Eldon, aged 81, died recently of malig- 
nancy of the pancreas. 
Dr. Ellis W. Willhelmy, Kansas City, aged 51, died May 5, 


NORTH CAROLINA 


Medical Society of the State of North Carolina at its recent 
annual meeting installed Dr. G. Westbrook Murphy, Asheville 
President; and elected Dr. Roscoe D. McMillan, Red Springs. 
President-Elect; and Dr. Millard D. Hill, Raleigh, Secretary. 
Treasurer. 

North Carolina Heart Association, at its organizational meeting 
held recently, elected Dr. Robert L. McMillan, President; and 
Dr. George T. Harrell, Jr., Secretary, the former Associate Pro- 
fessor of Clinical Medicine and the latter head of the Depart- 
ment of Internal Medicine, Bowman Gray School of Medicine 
of Wake Forest College, Winston-Salem. 

North Carolina Trudeau Society in the spring elected Dr. £2 
Hiatt, Jr., McCain, President; Dr. W. E. Cook, Fayetteville 
Vice-President; Dr. Paul A. Yoder, Winston-Salem, Secretary. 
Treasurer; and Dr. J. H. Capp, Winston-Salem, Assistant Sec- 
retary. 

North Carolina Society of Anesthesiologists at its organiza- 
tional meeting in the spring elected Dr. R. H. Wall, head of 
the Department of Anesthesiology, Bowman Gray School of Medi- 
cine of .Wake Forest College, President. The group, a part of 
the American Society of Anesthesiologists, plan to meet semi- 
annually. 

Dr. Frederick A. Thompson, Jr., while serving his residency 
at Duke Hospital, Durham, was assigned by the U. S. Public 
Health Service as Chief of the Biology Section of the Laboratory 
of Experimental Medicine on July 1 and joined the staff of 
the School of Public Health. 

Dr. Allyn B. Choate, Charlotte, recently became President, 
North Carolina Mental Hygiene Society for a two-year term. 

Dr. Silas Owens Thorne, Jr., Durham, and Miss Lucy Lee 
Kennedy, Kerr, were married recently. . 

Dr. William Hugh Grey, Charlotte, and Miss Elizabeth Gooch 
Seay were married recently. 


DEATHS 


Dr. Thomas E. Craig, Charlotte, aged 79, died recently of 
uremia. 
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MEMORIAL CANCER CENTER offers two-year residencies in 
anesthesiology to graduates from approved Medical Schools who 
have had at least one year of approved internship. One year 
Fellowships in Anesthesiology available to physicians who have 
completed at least one year of training in anesthesiology. For 
further information write to Dr. Olga Schweizer, Memorial Hos- 
pital, 444 East 68th Street, New York 21, New York. 


WANTED—Graduates Class A medical school, member good 
standing medical association, for mental hospital. _ Age limit 60. 
Experience in psychiatry desirable but not essential. Nice resi- 
dencies. Two colleges in immediate vicinity. Submit full informa- 
tion, three references and recent small photograph in first letter. 
Address P. O. Box 325. Milledgeville, Georgia. 


FOR SALE—Clinic and Hospital. Modern 18-room | fireproof 
building. All modern equipment. Located in a progressive, small 
community with a large prosperous rural area. Net_ income, 
$50,000. Must change due to health. Price $30,000. Will stay 
with new owner for 60 days if desired. Contact KJ, c/o SMJ. 


Address. 


WANTED—Technician, male or female with some x-ray experi- 
ence or willingness to learn. Small clinic located in coastal area 
of South Carolina. Off Sundays. Contact TEK, c/o SMJ. 
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Dosage of ‘Dexedrine’ is easily 
adjusted to the individual case. 
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taken simultaneously with the antihistaminic— 
additional doses as required during the day. 


Smith, Kline & French Laboratories, Philadelphia 
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the anti-depressant of choice 
*T.M. Reg. U.S. Pat. Off. for dextro-amphetamine sulfate, S.K.F. 


of 
nt — = . 
nd 
a 
ch 
| 
4 
ri- : 
4 


74 SOUTHERN MEDICAL JOURNAL 


Continued from page 72 


Dr. William Earl Dawson, Hookerton, aged 54, died recently 
of coronary thrombosis. 

Dr. James Jarvis Parker, Elizabeth City, aged 34, died recently 
of coronary thrombosis. 

Dr. Amos Monroe Wooten, Pinetops, aged 64, died recently of 
pneumonia. 


OKLAHOMA 
Oklahoma State Medical Association at its recent meeting 
installed Dr. George H. Garrison, Oklahoma City, President; 


and elected Dr. Ralph A. McGill, Tulsa, President-Elect; and 
Dr. Lewis J. Moorman, Oklahoma City, Treasurer. 

Association of Bone and Joint Surgeons, a national orthopaedic 
society, recently organized, met in Oklahoma City and elected 
Dr. Earl D. McBride, Oklahoma City, President; Dr. Duncan 
C. McKeever, Houston, Texas, Vice President; Dr. Garrett 
Pipkin, Kansas City, Second Vice-President; and Dr. Fritz Teal, 
Lincoln, Nebraska, Secretary-Treasurer. Lincoln, Nebraska, is the 
place of next year’s meeting. 

Oklahoma Medical Research Foundation’s main building is 
under construction adjacent to the University of Oklahoma School 
of Medicine, Oklahoma City, and will be completed by June 1, 
1950. A fund-raising campaign was begun in 1947 and to date 
a total of $2,346,342 has been pledged toward the founding 
fund goal of $3,000,000. The site on which the foundation is 
being built was donated by unanimous action of the state 
legislature in 1947. Considerable research is already under way 
among Oklahoma physicians. 

Dr. Harold Tisdale has purchased the Clinton Clinic at Clinton. 

Dr. Bill Cotton and Dr. R. W. Lowry are constructing a new 
fourteen-room clinic at Poteau and will have a staff of twelve 
physicians. 

Dr. Carl Bailey is associated with Dr. Ross Demos at Stroud. 

Dr. H. K. Speed, Sayre, has been appointed Chief of Staff, 
Sayre Municipal Hospital. 
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Dr. F. W. Boadway, Ardmore, aged 67, died ollowing 
r. George V. Dorsheimer, Dewey, aged 74, died recent 
Dr. Allister Francis MacDougall, Jr., Stillwater, “ 
recently. mater, aged 28, Gat 
Dr. George Clay Campbell, Anadarko, aged 73, di 
of carcinoma. died recently 
Dr. Edwin: Lewis, Claremore, aged 86, died recently, 
Dr. Shiam Lall, Holdenville, aged 57, died recently. 


SOUTH CAROLINA 


Dr. W. L. Pressly, Due West, was honored on Ma 

he was presented a bronze plaque by Mayor Edwin Bade. 
plaque reading as fo!lows: “In honor of William Lowry Pressly 
M.D., in recognition of the distinction accorded him on December 
2, 1948, by the American Medical Association in designating him 
‘Family Doctor of the Year,’ erected by the citizens of Due 
West and Community.” Engraved into the bronze above the 
inscription is an old family physician sitting by the bedside of 
a_ small child. The principal address at the unveiling of the 
plaque was made by Dr. Lowry H. McDaniel, Tyronza 
Arkansas, President of the Alumni Association of Erskine Col- 
lege, Due West. Dr. Pressly also received an honorary degree 
of Doctor of Laws from Erskine College at the commencement 
exercises, and a degree of Doctor of Public Health from the 
University of South Carolina, Columbia. Dr. Pressly has been a 
member of the Council of the Southern Medical Association 
since 1946, is a member of the Executive Committee of the 
Council, and was Chairman of the Section on General Practice of 
the Association in 1944. 


Southeastern Society of Neurology and Psychiatry has elected 
Dr. W. P. Beckman, Columbia, President; Dr. Joe E. Freed, 
Columbia, Vice-President; Dr. W. A. Risteen, Augusta, Georgia, 
Vice-President; and Dr. William S. Hall, Columbia, Secretary- 
Treasurer 

Dr. Julian P. Price, Florence, was elected President of the 
Conference of Presidents and Other Officers of State Medical 
Associations at the annual meeting of the Conference held in 
Atlantic City in June. 

Dr. John Wallace has opened an office in Columbia, practice 
limited to general surgery. 

Dr. E. S. Cardwell has moved from Greenville to Columbia. 
Dr. J. Warren White, Greenville, assisted in the examination 
of applicants for certification by the American Board of Ortho- 
pedics held in Atlanta, Georgia, in the spring. 


DEATHS 


Dr. Robert Spann Cathcart, Charleston, aged 78, died recently 
of carcinoma of the larynx. 


TENNESSEE 


American Society of Tropical Medicine, the American Academy 
of Tropical Medicine, and the National Malaria Society will meet 
conjointly at Memphis, November 6-9. 

Tennessee State Medical Association recently installed Dr. 
Nathaniel S. Shofner, Nashville, President; and elected Dr. Ralph 
H. Monger, Knoxville, President-Elect; Dr. R. C. Kimbrough, 
Madisonville; Dr. William K. Owen, Pulaski, and Dr. Malcolm 
T. Tipton, Union City, Vice-Presidents; and Dr. W. M. Hardy, 
Nashville, Secretary-Editor, reelected. 

Middle Tennessee Medical Association has elected Dr. C. N. 
Gessler, Nashville, President; Dr. Harry Guffee, Franklin, Vice- 
President; and Dr. Robert M. Finks, Nashville, Secretary- 
Treasurer. The next semi-annual meeting will be held in Mc- 
Minnville in November. 

Dr. J. Spencer Speed, Memphis, was elected President-Elect of 
the American Orthopedic Association at its annual meeting held 
in Colorado Springs. ; 

Dr. Frank L. Roberts, Professor of Preventive Medicine, Uni- 
versity of Tennessee College of Medicine, Memphis, on July 1 
was given additional duties as Assistant Dean of the School, 
succeeding Dr. Robert H. Miller, who retired. : 

Dr. James A. Crabtree, who was in public health work in 
Tennessee from 1926 to 1934 and who is still a member of the 
Public Health Service, has been named head of the Department 
of Public Health Practice. 

JJackson-Madison County General Hospital, Jackson, a 130-bed 
hospital now under construction, will be completed late this 
year. 

Dr. John Edgar Campbell, Jr., Knoxville, and Miss Bobbie Jean 
Darby, Atlanta, Georgia, were married recently. 


Continued on page 76 
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SPECIFIC THERAPY 
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For oral anti-anemia therapy, more and 
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Continued from page 74 
DEATHS 


Dr. Grover Moss Rogers, Kingsport, aged 64, died recent! 
Dr. John B. Fitts, Chattanooga, aged 49, died recently 
Dr. Valpeau Commodore Dail, Knoxville, aged 77, died May 16 
Dr. Eugene Orr, Nashville, aged 60, died May 17. ; 
Dr. Paris Robert Hysinger, Chattanooga, aged 74, died May 

18 of injuries received in an automobile accident. 

os > McPheeters Glasgow, Nashville, aged 79, died 
ay 31. 


TEXAS 


State Medical Association of Texas at its annual meeting in- 
stalled Dr. G. V. Brindley, Temple, President; and elected Dr, 
William M. Gambrell, Austin, President-Elect; Dr. T. H. Thom- 
ason, Fort Worth, Treasurer; and Dr. Harold M. Williams, 
Austin, Secretary-Editor, reelected. The 1950 annual meeting 
will be held in Fort Worth and the 1951 meeting probably in 
Galveston. 

Lampasas-Burnet-Llano Counties Medical Society has elected 
Dr. Scott C. Allen, Burnet, President; Dr. Rush McMillan, 
Lamp , Vice-President; and Dr. Ivan Shepperd, Marble Falls, 
Secretary. 


y 

Third District Medical Society has installed Dr. C. B. Jones, 
Wellington, President; and elected Dr. Allen T. Steward, Lub- 
bock, President-Elect; Dr. Kenneth R. Flamm, Amarillo, Vice- 
President; and Dr. Roy C. Loveless, Lubbock, Secretary. 

Texas Club of Internists met in Galveston recently and elected 
Dr. W. Shelton Barcus, Fort Worth, President; and Dr. Dan D. 
Warren, Waco, Vice-President. 

Second District Medical Society has elected Dr. Charles E. 
Britt, Midland, President; Dr. Andrew Tomb, Seminole, Vice- 
President; and Dr. Robert M. Golladay, Midland, Secretary- 
Treasurer. 

The 402-bed Hermann Hospital and Professional Building opened 
recently in Houston and, built on land owned by the George 
Hermann estate, are an integral part of the Texas Medical Center. 
The Hermann Professional Building, not yet completed, provides 
250 offices for physicians, dentists and related professional persons. 

A memorial plaque honoring Major General William C. Gorgas 
was unveiled in Brownsville recently by the general’s grand- 
daughter, Mrs. P. A, Hofheinz, Houston. It was presented by 
the Brownsville Historical Association and is to be installed in 
the Brownsville Junior College Administration Building which 
was formerly the hospital for Fort Brown where Gorgas was an 
Army physician in 1880. 

Dr. C. M. Pomerat, Director of the Tissue Culture Laboratory, 
University of Texas Medical Branch, Galveston, has as research 
associate for a few months Dr. Necmettin Polvin, Professor of 
Neurology, University of Istambul, working with him in develop- 
ing new methods for the growth of brain tissue in artificial media. 

The name of the late Dr. William B. Carrell, Dallas, has 
been given the new school for crippled children there by the 
School Welfare Committee. 

Dr. Jack McKemie, senior resident physician in pediatrics at 
Hermann Hospital, Houston, has n awarded a Jesse Jones 
scholarship for graduate training in pediatrics and will study in 
Boston at Harvard University. 

Dr. Randolph Lee Schaffer, Houston, and Miss Dorothy Ann 
Michen, Houston, were married recently. 

Dr. Joe C. Rude, Veterans Administration Hospital, Oklahoma 
City, has been appointed professor of Radiology, University Texas 
Medical Branch, Galveston. 

Dr. Harold Jack Tausend, Houston, and Miss Mary Louise 
Nesbit, Madison, Wisconsin, were married recently. . 

Dr. Jim C. Barnett, Jr., Dallas, and Miss Ann Fairly Wilson, 
Hazlehurst, Mississippi, were married June 14. : 

Dr. Thomas J. Hardgrove, formerly of Waco, is Manager, 
Veterans Hospital, American Lake, Washington. 

Dr. Carl A. Moyer, Dallas, is the 1949 recipient of the Dallas 
Southern Clinical Society’s Marchman Award for research into 
the fluid balance of the human body. 

Dr. Robert Dell Hays, Brady, and Miss Mary Lou Holland, 
Van Buren, Arkansas, were married recently. 

A 102-bed $1,000,000 general hospital, built by a nonprofit 
corporation founded by !ocal industries, was opened in Lufkin in 
May. Dr. U. Gail Medford, Lufkin, is Chief of Staff. 

Dr. Clarence S. Livingood, formerly Professor of Dermatology 
and Syphilology, Jefferson Medical College of Philadelphia, is 
Professor of Dermatology and Syphilology and Chairman of 
Department, University of Texas Medical Branch, Galveston. 


Continued on page 78 
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Continued from page 76 
DEATHS 


Dr. Thomas John Barb, Roby, aged 61, died recently of pneu- 
monia. 

Dr. Marion Martin Brown, Mexia, aged 65, died recently of 
arteriosclerosis. 

Dr. Roy Hammond Cantrell, Dallas, aged 46, died recently 
of melanoma of the brain, pancreas and kidney. 

Dr. Thomas Joseph Donovan, Houston, aged 30, died recently. 

Dr. James Gathings Douglass, Ballinger, aged 75, died recently 
of hypertension with terminal cerebral hemorrhage. 

Dr. Sim Driver, Dallas, aged 58, died recently of mesenteric 
thrombosis. 

Dr. Frank Joseph Guenther, LaGrange, aged 63, died recently 
of heart disease. 

Dr. Harold Heller, Galveston, aged 41, died recently of coronary 
thrombosis. 

Dr. Joseph Thomas Jones, Houston, aged 54, died recently of 
cerebral hemorrhage. 

Dr. Oran Robert Lasater, Ballinger, aged 61, died recently of 
coronary embolism. 

Dr. Harold Laurens Dundas Kirkham, Houston, aged 62, died 
recently of coronary thrombosis with myocardial infarction. 

Dr. Arthur Marcus McElhannon, Sherman, aged 67, died re- 
cently of coronary occlusion. 

Dr. Minor Wallace Pitts, Luling, aged 80, died recently of 
coronary occlusion. 

Dr. Allan Estes Walker, Ferris, aged 39, died recently of 
thrombosis. 

Dr. Rennie Wright, New Braunfels, aged 60, died recently 
of coronary occlusion. 

Dr. Carroll Church Davis, Marshall, aged 63, died recently. 

Dr. Clayton Merchant Payne, Alice, aged 75, died recently of 
coronary occlusion. 


VIRGINIA 


Dr. Leslie H. Wright. Chief Medical Officer at the Veterans 
Administration Hospital in Wood, Wisconsin, since 1946, was 
transferred to Richmond, June 12. to serve as Manager of McGuire 
Hospital, a 1,000-bed general medical and surgical hospital. 

Dr. Rachel F. Weems, formerly of Harrisonburg, opened an 
office in Ashland, July 1, specialty physical medicine and minor 
orthopedics. 

Dr. H. Rowland Pearsall has been promoted to Assistant Pro- 
fessor of Internal Medicine, University of Virginia School of 
Medicine. 

Dr. Page Booker, after completing his residency on July 1 at 
University of Virginia School of Medicine, Charlottesville, was 
appointed Instructor in Pediatrics at the school. 

Dr. E. D. Hardin, formerly Health Officer, Pittsylvania County 
Health Department located at Chatham, has been appointed 
Health Officer for the Page-Warren-Shenandoah Health District 
with headquarters at Luray. 

Dr. William H. Kelly, Director, Norfolk Mental Hygiene Cen- 
ter, became Director, Memorial Guidance Clinic, Richmond, 
August 1. 

Dr. H. J. Warthen, Jr., Richmond, was recently elected to 
membership in the American Surgical Association. 
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Dr. Harvey B. Haag, Richmond, was elected Secretary, Ameri 
can Society of Pharmacology and Experimental Therapeutics, 
its recent meeting. di, 

Dr. Homer Curtiss Merrick, Jr., and Miss Margaret 
of age were married recently. 

tr. John Robert Shell, Lawrenceville, and Miss 
Moseley, Lake Charles, Louisiana, were married an nd 

Dr. Glenn Claire Hall, Pulaski, and Miss Frances Elizabeth 
Boston, were married recently. 

Dr. Meyer Irving Krischer, Norfolk, and Miss Hel Jirgini 
Green were married recently. len Virginia 

Dr. Ernest Randolph Trice and Miss Virginia Do 
both of Richmond, were married recently. meey Seow, 


DEATHS 


Dr. Samuel Lichtenstein, Kecoughton, aged 57, died recently 
Dr. Daniel Dodson Willcox, Petersburg, agd 71, died recently. 
. Lewis Mines Allen, Winchester, aged 76, died May 2. _ 
Dr. Walter Fitzgerald Hartman, Swoope, aged 86, died recently 
Dr. Spurgeon Boone Moore, Portsmouth, aged 57, died May 2 
following a heart attack. 


WEST VIRGINIA 


Dr. R. J. Wilkinson, Huntington, Past President, West Virginia 
State Medical Association, was installed President of the South- 
eastern Surgical Congress at the annual meeting held in Biloxi 
Mississippi, in May. ‘ 

West Virginia Academy of Ophthalmology and Otolaryngology 
at its annual spring meeting elected Dr. Garnet P. Morrison 
Charles Town, President; Dr. C. T. St. Clair, Bluefield, First 
Vice-President; Dr. A. C. Chandler, Charleston, Second Vice- 
President; and Dr. Melvin W. McGehee, Huntington, and Dr. 
F. C. Reel, Charleston, were reelected Secretary and Treasurer, 
respectively. 

Dr. D. A. MacGregor, Wheeling, has been appointed by the 
President of the West Virginia State Medical Association, Dr. 
Thomas G. Reed, as a member of the Advisory Committee to 
the United Mine Workers Welfare and Retirement Fund, and 
will represent the northern panhandle. Dr. Ray M. Bobbitt, 
Huntington, is Chairman of the committee. Other members are 
Dr. Fred Richmond, Beckley, and Dr. John P. Helmick, Fair- 
mont. 

Dr. Charles Adam Zeller, formerly Medical Director of the 
Governor Bacon Health Center, Delaware City, Delaware, on 
May 10 assumed new duties as Superintendent, Weston State 
Hospital. 

Dr. William F. Stucky, Jr., who has been in the Medical 
Corps of the Army, stationed at Sherman Air Field Base, Fort 
Leavenworth, Kansas, was released from service June 1 and has 
located at Winona, taking over the practice of Dr. Eugene 
M. Frame, who is doing postgraduate work in the east. 


DEATHS 


Dr. Baron Francis Cornett, Bluefield, aged 76, died recently 
of carcinoma of the rectosigmoid. 

Dr. Robert Wert Dunham, Elkins, aged 68, died recently. 

Dr. Arnold Jarrett Given, Charleston, aged 53, died recently 
of heart disease. 

Dr. Victor Leasure Wetherby, Welch, aged 62, died recently 
of coronary thrombosis. 
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FROM SECRETARY OF DEFENSE LOUIS JOHNSON— 


AN URGENT 
APPEAL 
TO YOUNG 
DOCTORS! 


Your personal help is needed to avert a 
serious threat to our national security! 


By the end of July of this year we 
will have lost almost one-third of the 
physicians and dentists now serving 
with our Armed Forces. Without an 
increased inflow of such personnel, 
the shortage will assume even more 
dangerous proportions by December 
of this year. 


These losses are due to normal ex- 
piration of terms of service. The 
professional men who are leaving the 
Armed Forces during this critical 
period are doing so because they 
have fulfilled their duty-obligations 
and have earned the right to return 
to civilian practice. 


Without sufficient replacements for 
these losses, we cannot continue to 
provide adequate medical and dental 
care for the almost 1,700,000 service 
men and women who are the back- 
bone of our nation’s defense. 


Normal procurement channels will 
not provide sufficient replacements! 
To alleviate this critical, impending 
shortage of professional manpower 
in the three services, I am urging all 
physicians and dentists who were 
trained under wartime A.S.T.P. and 
V-12 programs under government 
auspices or who were deferred in 
order to complete their training at 
personal expense, and who saw no 
active service, to volunteer for a two- 
year tour of active duty, at once! 


We have written personally to more 
than 10,000 of you in the past weeks 
urging such action. The response to 
this appeal has not been encourag- 
ing, and our Armed Forces move 
rapidly toward a professional man- 
power crisis! 


Many responses have been negative, 
but worse—a great number of doc- 
tors have not replied. It is urgent 
that we hear from you immediately! 


We feel certain that you recognize an 
obligation to your fellow men as well 
as to your profession in this matter. 
We are confident that you will fulfill 
that obligation in the spirit of public 
service that is a tradition with the 
physician and dentist. 


There is much to be said for a tour 
of duty with any of the Armed 
Forces. You will work and train with 
leading men of your professions. You 
will have access to abundant clinical 
material; have the best medical and 
dental facilities in which to practice. 
You will expand your whole concept 
of life through travel and practice in 
foreign lands. In many ways, a tour 
of service will be invaluable to you 
in later professional life! 


Volunteer now for active duty. You 
are urged to contact the Office of Secre- 
tary of Defense by collect wire immedi- 
ately, signifying your acceptance and 
date of availability. Your services are 
badly needed. Will you offer them? 
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To state it another way: 


level tablespoonful feblespoontul of milk, rounded tablespoontul 
of Pablum (or Pabena) formula or water (hot of cereal feeding of 
mixed with . or cold) makes... | average consistency. 


To thicker feeding (as in pylorospasm, pylo- 
© ric stenosis, etc.), increase the amount of Pablum or — 
— Pabena. To make thinner feeding, as in 3-months — 
infants, increase amount of milk, formula or water. 


COOKING ... MIX UP ONLY AMOUNT TO 
BE FED ...NO LEFTOVER CEREAL TO GO 
BACK INTO REFRIGERATOR ...PABLUM IS _ 
ECONOMICAL... NO WASTE... QUICK AND | 
EASY TO PREPARE . . SINCE 1932. = 


PABLUM (SINCE 1932) —— PABENA (SINCE 1942) 
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The use of cow’s milk, water and carbohydrate mixtures represents the one system of 


infant feeding that consistently, for over three decades, has received universal pediatric 


= 
~ 


wakes Fat OFF 

Aproduct consisting of mattose 

and dextrins, resulting from the 

enzymic action of barley malt 
On corn flour 


with 
SODIUM CHLORIDE 2% 


SPECIALLY PREPARED 
FOR USE INFANT QUETS 


MEAD JOHNSON & CO- 


EVANSVILLE, IND. U.S * 


recognition. No carbohydrate employed in this system of infant feeding enjoys so 
rich and enduring a background of authoritative clinical experience as Dextri-Maltose. 
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at all times 
for corrective alkalization 


LIQUID 


sometimes to counteract the condition: 


as in decreased alkali reserve and trend to acidosis 


sometimes to assure the therapy: 


as in administration of sulfonamides or antibiotics 


Increasingly, LIQUID CITRALKA is an accepted routine 


“therapeutic partner” in antibiotic and sulfonamide therapy, 


where effective protection against crystalluria is essential, 


And LIQUID CITRALKA is well established as a general 


systemic alkalizer, valuable for urinary alkalization in pyuria, 


pyelitis, and urethritis. 


Since LIQUID CITRALKA has a mildly acid reaction (pH 
of 4.5 to 5.0) it does not interfere with either gastric acidity 
or protein digestion, but — the needed basic ions in body 
fluids and tissues. 


LIQUID CITRALKA, in appropriate dosage, is readily acceptable 
to adults, children and infants. It is often diluted with water, milk or 


fruit juices. 
LIQUID CITRALKA: Bottles of 8 fluidounces and 1 gallon. 
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